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(54) Title: ANTI-HLA-DR ANTIBODY 
(54) f6W(D€ffr: taHLA-DRj/C^* 

(57) Abstract: It is intended to provide an anti-HLA-DR monoclonal antibody. Namely, an antibody binding to HLA-DR hav- 
ing characteristics of (a) showing a life-prolonging effect on a nonhuman animal carrying cancer cells with HLA-DR expression 
and (b) having a lower immune reaction inhibitory activity than L243 or a functional fragment thereof; or an antibody binding to 
HLA-DR showing an immunosuppressive activity comparable to or higher than mouse anti-HLA-DR monoclonal antibody L243 
(ATCC HB-55) or a functional fragment thereof. 

(57) Wlfo: 

*mw\t. mu-m=E/ ^n—r^mi^^mi^t^o *mw\t (a) hla-dr^ 

% ftofflm&&m** an & wr ^hla-dr t m&-r & 
xte^tvmmmmK, ^^hla-dr^/ z u—r)vm*uw (atcc 

HB-55) tVc^XUAZt. |^^^XttL243«fc 0 9t ^#63SaJ»JStt £^ f HLA-DR ££g 
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m m m 

#^Wte&S£8I^T5ifilBJi&I£#^T&5HLA-DR (human leucocyte antigen 

- dr) zmmir % mih-miA & izm-f&o £ ziz^mmte, mu-mmfa*^ 

mTz^mizttt-z^ffixtefemfti. # izm^mm^mm. m (2) hla-dr^ 
mmt'T^&mmiz&m-? z>%L%ifcm\zwT ^^mx^mmm, mz®&Mmv 

mT&fcm&^T&m,fc&ffite£<Dfemizm^&z\tfim&znT^z> 0 

ill±ll#ftt5 V y ^ - T $> § CD20 £ 41* W £ b + ^ irt #: 
(Rituximab) , Her2/neu£«IW £ bfc t h -fb ^ 75: £©^E 7 ^ d —j-Jltfifati^ 

(CDC) ^^^MJ&MMS^ (ADCC) %L%i^7,^rA<Dmm 

m\ztt^%$cmf)mw~c^z> 0 ^(Dtrtrnztk^mmn^mmm^nr^^ 
<d mm * m& u < z. t. \z & v . m& v ftmm^m<s: < mmm^L \z mm^ * 
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T*3D, Bflfls/BfclE^ftT^*. b^b&^£Rituximab«fc h-T^X©^ 

R i t ux i mabmSfc T ttg&SliWE & X) > A>89 £ K O V> T RiSiSEBflc 

ttlftj^frfrtiT^S [McLaughlin P. et. al. , J CI in Oncol. (1998) , 16, 2825- 
2833; Coiffier B. et. al. . Blood (1998), 92, 1927-81#HB] . iot, mit 

'gm.fcJ'M&tif- (MHO #^<£> — a-e^^HLA-DRfC^T^^Ey pu — j-jimfoiz 

zyxu^mnmm&mfc^m&fc (mho *ijs^^h»m- 

ZLtLt><Dffi,m.^y°9- H^M-^^\;PA°- (CD4 + ) T*fflJJS ( TThJ M) 
{CJl^T^ (Babbin B. et al., Nature ( 1985) . 317, 359-361#M) „ £ ^ 

^J^^(D#S^5t^^:M^65M*^J-efe§^«h^$g^$nTV^ [Baxevanis CN, 
et. al. , Iramunogenetics (1980) , 11, 617-625#M]„ ZW&otz^; Z o — 

Q\Zlti\sT^X&^mt& ! BW-tfiWt>fr\Z-£ntz. [Rosenbaum JT. et al., J. Exp. 
Med. ( 1981) , 154, 1694-1702; Waldor MK. et al. , Proc. Natl. Acad. Sci. 
USA ( 1983) , 80, 2713-2717; Jonker M. et al. , J. Autoimmun. (1988) , 1, 
399-414; Stevens HP. et. al. . Transplant. Proc. ( 1990) , 22, 1783-1784# 

gUfWf £ £ £ #*9§ <£> ic $ nfc [Billing R. & Chatterjee S. ( 1983 ) , 

Transplant. Proc, 15, 649-650; lonker M. et. al.. Transplant Proc. 

2 
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(1991) , 23, 264-265] o 

&&mmftKt±m&&te&<DmmRj&<ow>wz.n, v*&v ^a^fk506^ 



«£ »9 mtk& frl ZHLk-dR k %&&ir Z>ib / ? p -^/Htl#:, $J;ite:HD4, HD6, HD8X 

^l^^|ffjt^ii#^i-5o HD4, HD6, HD8XttHD10(C J: 9 £ ^E- / 9 v — ~5~ 
/W»^^/I^A/^p^!)yG (IgG) Mtrfe^o ^-T% 7' U K— ~? 
ttd8n, ^te#-§-^FERM BP-7773i:LT, ^4 7* V K — ^HDlOf* ^f£#-^FERM 
BP-7774i Lt, 2001^10Jf 110 # T a :£ ?T i& ?£ A liStft^f^f 4# 
f^F^^^fe-t^^- (0^|ll^^ifto< tfmmiTSl#*fi 1 ^^^6) Hii 
^fe£iLTV^ 0 ^^Y^y K — -^HD4H:SI6##* s FERM BP-777l£LT, 2001^ 
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y K-^HD6f*. ^fe#^-^ FERM BP-7772i:L-C, 2001^10^ 11 0 tttfXl&±?T 

t"a^, ^4^]) K— vHD8^jg£-f SWfeottT'^ 9*tfSIgGl, IgG2, 
IgG3^b< «IgG4-efe§*a:#:^b< {^^-(D^fg^Slf^-, ^-f^y K — ^HD4*Sjg 
4t5^t'feoTt^^ 7*#IgGl N IgG2, IgG3^L< fiIgG4T-feSfei#:^ : b 

IgGl, IgG2, IgG3^b< ttIgG4-t?fc5fet#:^L< Xtt'M':/ 
y K-v HD6 # s j§! £ <5 jTL-ffc "V $> X IF zf # 7 IgGl „ IgG2, IgG3^ L < 

»tBW0T>i"e&!>, MZ-timmfe1%m<Z>EU-r>"*V ^fis^TA (Sequences of 
proteins of immunological interest, NIH Publication No. 91-3242 £r#$D 
}C*3itS331#gcDT 5! Sm&Serfcm£Wi^tcfofcXteZ<DmmftWT}iXhZ> 0 

*mw<v%\\(DmMj&Wifcte^x , ttftxtzznmife&jmKteigGu igG2, x« 

&tf5331#g 5 y &&SertCg£&;L, IgGl, IgGlSer, IgG2, IgG2SerXf* 
IgG4tcgfe^b/c^m^ IgGl^U'IgGlSer^^ ^O^tfSADCC&SB^L, IgGl&tf 
I gG2 O CDC*£t£ Sr US m 1~ § la # X * © ft f B fft »f >t X fe 5 „ 

#38IK©SiJ(DJil3&fc::fc3VN-t\ ^MBBJte^ y y K — ^HD4, HD6, HD8X 
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fiimZ, HLA-DR© /3 II (DRB1* 15011) 2. J M (E?iJf 1 4 7 

2T^ y it^f e> it^^f H^^figb (ga^j#-^- 1 4 7 ©7syi@B^j©5 

HLA-DR^IS^-r^JrL^^tK-^O^fg^JK'rM-, HLA-DR© 0 $1 (DRB1* 15011) ©*D1 

mw-nmrs. ymiz-D^Tiz-meT^y?- F£ 2 75 /if-^t it^yf f& 

F^Ti^^JfC^^T^^ HLA-DR(C^^T^tn:#:^^(Dllfg«Jiif>i-> M 
^^HLA-DRCD (DRB1 * 15011) (DiM^^T 5 J m.\Z~D V^T 13-mer^:/^- 

F£ 2 75 /M-f-D-rZ LT^^ F£f£/£U M^7 0 ^ F^-fe;l/n-^^^^ 
C^^^e>|g^LN^^^T-fe^;i/'fkbfei<i:^e>^^iH^J#^-2 4 ^ e> 3 9ti 
$n^©i-^TCD^7°^ F<tW,sfC^-&b, ^Oge^iJ#^-4 0^4 3TS$tl 

« (Mx.^SCID^^T.lc^ffi^nfeRaji^BflS^S^T^feco) © ?i £#p $ij T £ 

mmmmrn^}. M20g£T£) iz^mm^w^^commmw^^t^ 

Stt, 0. lMg/body~ 1 /zg/bodyX«5Mg/kg~50/zg/kgTfe^> 0 *&#fi 
till Mg/bodyX«50Mg/kg, 0£b<teO. 1 Mg/bodyXm^g/kg/^W £tl 
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-5-u Jtl7vt aGwmitm^WBiz^—^y b u y/mmmua (atcc ccl- 

86) £ 5 X 107v^X{@#:TiMfti£#b, Raj it£#5 H t£ ^S#S50 t± g/kg{* 

(b) 10% FCS&^tfRPMI1640J$iflS*fflViT8mg/mLlCgSI®bfcta^50AtL«i:10% 
FCS£^t?RPMI 1640i§i&£ffl </^T 2 X 10WmLK:l$®[ bfcfg 1 (D h h — 

Bb, #:^T10% FCS£^trRPMI1640ig:fctii£ffl V^T 1 x 10 6 P/mLtCl^M Lfcta 
fEfg 1 CDt h <hMM^J!lC/^Wc$:3l£2 cDt h H 1r— &%komm.M%&s 

±OT*ffl!ia#jffiiglOOAtLS:}g^b, 37*0, 5%C0 2 #^ETT 5 H Rgi&3l b> £ £> K: 
3 H^S >>>£l. OMCi/^x^T^iPLT, ££lC37 < C, 5 % C0 2 #£ETT 16-20 

$ h ^ b ^ $ © & s fn fw *s 1* ifi n m m <d v # x ^ h l a - d r ^ j 9 □ - ± ji m w. l 2 4 3 

(ATCC HB-55) V>fc^(D&^fl§iJ?£14<hJ£^Ti§^ £ ^-5ttR ; 

HLA-DRt^^T^ia#:S^<7)M6<J»fitTab^)o 
*^§WttSe»JC, !giJ£>ltfltC£>^T, V^XiaHLA-DR^E/ ^□-^-;Pfci#:L243 
(ATCC HB-55) <hJ£^TL243<h|WI^X«L243cfc D 3£ & & #P flJ i£ 1£ £ f\ 
HLA-DR*B»-T*Si#Xtt-€-©««BW»fM-*ffi«-r*- ^^BJ!©^Sgff^^(-43V^ 
T, *^g^©Jn;#:«10% FCS<&^t?RPMI 16401@%^fflViT8fflg/mL{Cp^bfcirL#: 
50ML<hlO% FCS^^tJRPMI 1640^*6 2: ffl V>T 2 x \tfm/mUZ.m& b fclg 1 cDfc 
h F^— S*^^^^$H^^)1^50AtLi&96^yi/- h^^x^^T^-g-b, 
4*CT30^Kifi:«b, &V>T10% FCS£^trRPMI 1640Jg*fe£JB^T 1 X10 6 f@/mL 

fcgH«bfcfl&e& loth £&ISHI^#y§Cj&*mfc5a§2 ot h Ht-ft* 

<Dmm.w%tA±-<oTmm¥mmmi±i*u^v. 37°c, 5%co 2 #&tt 5 brus 

lb, $ e>tC 3 H^5 >>>£1. O/iCi/tfxJUTgsflnbT, $£>JC37°C, 5 %C0 2 # 

ft T T 1 6 ~ 2 0 B# 59 i& « b ^ ifflflS-\^«93ASnfc 3 H^^v ; >^[EliRbM 3 H^3. 
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^-;i/ifLf*L243 (ATCC HB-55) &m\<*ftm&<Dft&mfflfe&iiik'<Tmmx\$&^ 

*mmiz-£ m<Dmmiz&^T, /w^u h-^hds ferm bp- 

7773) , A^yj F-THD10 (^f6#-5§ FERM BP-7774) > A-f K — T HD4 
(Stt#-§- FERM BP-7771) R£MD6 FERM BP-7772) <=> ft £ f¥ ^ <S> 

3^>a^«, mtzmm&^-t&^M^z mm^^^—^-t^>±mm. 
(Dmm&jWrfrZ:^- F-rz&m-e&v. ^^mm^m^mn 2 143^^23^^ 

y ^^Ser^M^$nfeirE#:HD8Tab^)irL#:HD8GlSer, it^^ ^^^IgG2T-afe DEU 
:*->AU >^~>X^A n%> 331# @ CDT ^ /^7^Ser-\fij^£ nfc#E #:HD8-C 
£ 3 #lM8G2 Se r & OT" Zf? y X & I gG2 T? & D EU:t > A U > ^ -> X 5 1 A lc £> £ 
331#a©T^ / ^^Ser^e^$n7tfei#:HD4-e$>§fc ! L#:HD4G2Ser^^^^^^ 

9J©««K:*5^T, /W^U (gf6## FERM BP- 

7773) , A-Tr/'J F-^HDIO (^ffi#^- FERM BP-7774) , A-f^U F-THD4 
(SfeS a- FERM BP-7771) &OT)6 (§f£#^- FERM BP-7772) £ & S A> £ 
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9kWBM, it^JB. »»jfi, mim, ^impm, p^ffl, #Mtt^m> ¥ 
5ng/kgJKTTjg#2a*3&*»«e) ens z: <h ^ittt^o 
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fro 

[Rosenbaum JT. et al. . J. Exp. Med. (1981) , 154, 1694-1702; Waldor MK. 
et al., Proc. Natl. Acad. Sci. USA (1983) , 80, 2713-2717; Jonker M. et 
al. , J. Autoimmun. (1988) , 1, 399-414; Stevens HP. et. al. , Transplant. 
Proc. (1990) , 22, 1783-1784#M] 0 £ <£> IzM&miz&tf Z>ffi9ilz£ D > mm& 

miz&\?&w>mfcttm^fcfozwmT% z\ h$mz frizz tifr [Bi\\ing r. & 

Chatterjee S. (1983) , Transplant. Proc, 15, 649-650; Jonker M. et. al. , 
Transplant Proc. (1991) , 23, 264-265] „ Lfr^fctfZ, itl^i^^tlT^ 

%m.mz^*y7,m,fc-c$>% 0 ifitfioT, zfu^-^ hj — *t 

[Sheri AK. et. al. , Int. J. Cancer (2001) , 93, 556-565#MK 3fcSllrB!{fc 
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mtfifot LTte-f KJ tfW?V >G (IgG) . IrJA (IgA) , |W]E (IgE) ~BtT$mk 
(IgM) ©^^ncD^fe^fjl^fflV^tl^ -5^, ilS'«IgG^=t 9#?3iT&£o 

1 . HLA-DR&rJ^OtrU* 

*^0J!©in:^«, ^ n (mho ©r><hoT^5 

HLA-DR^^T^iri#:> T^^^HLA-DR^ISf^b^^-r^J/il*:, HLA-DRtcMi^tt^ 
£lo.KA±^-r£ t><£>£;&i*L, *#:WtC«F (ab* ) 2 . Fab\ Fab> Fv. S^X 

jvy^f his^fv> -*iifv (scFv) , z. ti z <Dm&fom&m vf <=> n s 

[D.J.King., Applications and Engineering of Monoclonal Antibodies., 

1998 T. J. International Ltd] o r $g iff jt j tt, *tl^<Z> IrfrTS 

jg£M#3^X©r£fcB:£}£te, ffl^MW002/43478-^^$Sf'IB®$nTV^ o 
#S893©ta#£bT«» 0y*.fcf, ^©^flltcSHScSns, k hHLA-DR(Dfg 
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m 7 &mMXm (site specific mutagenesis) &m ^Tfetizlz J; K> #Ai" ^ Z. t. 
^T#£[Proc Natl Acad Sci USA., 1984 Vol 8 1 : 5662] 0 Z\Z\H\ -f 

Z>o m?L\£. t hHLA-DR, t(D~ fflX\Z^r(D— %l£iKB><D$?iUVk%:l8 i tbZ> 

tc^(Dm^t^^ u rmn (Mz.it. * turn 7 jit*^ t^^m*. &m 

h hi5i#:0^h^>X> ? a:- ^ T r> X & <!£ (7) # t h ui?L»J#I fC^^-r § 0 $>-5 
t hHLA-DR a $1^:^)3 $1^3- Fl^ itfc^** A U HLA-DR£M^® 

EP3i4i6i^$g^#s^©^ t) iz^rtmu^'^y^ ^^(D^(Diz^m^nrz^(D^ 

% 0 MZ.lt, ^m<Vtfii$(DV7°2 7X%lgG2XmgG4\Z^m-rZ>Z\£iZ£ 
Fcl/^y^-^^T^*S^S^fS^m^^^#t"^)^i^T#^ 0 
m<Dffifa<Dy-7*t7 ^X^IgGlX^IgGSlC^^T^^^lCck D> Fcl/ir^^-^^ 

T-5)^SM^IB^Jt^^r-r^^^^<j:f9,Fcl/-fe7 0 ^-^^T^^^^€r^^$ 
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-fr -5 Z. b. ( Janeway CA. Jr. and Travers P. (1997) , Immunol) io logy, Third 
Edition, Current Biology Ltd. /Garland Phulishing Inc. 0M) , ib^^lii 
# ^ *f T £ !g Z t. (Mi-Hua Tao, et al. 1993. J.Exp.Med# 

«^l@c7)T5 y mafias e^x«#jo$ti7tr ^ y^lB^'J^i/^ 0 ^lAfcf, m 

i S t ^ O ED t > /N* U > ^ -> X r A (Sequences of proteins of 
immunological interest, NIH Publ icat ion No. 91-3242 fc43tf<£>331# 
@co-7°PU> (P) £=3- FT&IB^JCCC£-fe U > (S) F-r^>TCC{C^S$ 

Fcl/-fey^-^^bfcifL#:fe#tt^flaPf«tgte (ADCC) ^*£f«£#'&M 
fi*tS'l4 (CDC) ^^§taM3»^'14^%-r«.tn:#:^M^b^^\ }n&m$imM 
?Ef§#?£tt/^& §^-&«Fc 7° 3? — £: (DlS^^^fg ^inft^ J: DS^L^i^ 

^iE#:W^ia$T^^^^^ADCC^'l4^V^SCDC?g'l4^#$fj:^^#:^M^LVi 0 
ADCC^'ft^Vi«CDC«tt^S't4OIEHi^0 « CD H £ & £ 

£ Fcg|5^ CO ^ ^ $> § telt ^ ^ ^ y ^ £ ^ £ £ J; V) MM b Am 

*^BjCDtri#:«, IgGK IgG2, ^ b < «IgG4fC1t:/^ ^ X 

e»tClgGmb< ^IgG2^+h^^^X^m#x.fe^^in^©MfI^#^CQEU 
t>A'U >^i/X^A^&tt£331#g©T5 7 ^^Ser^S^^AIgGlSerfc b 
< teIgG2Ser£ Vtc^mtni^. T&to^IgGK IgGlSer, IgG2, IgG2SerX«IgG4 
\Z&^Vrz@i%k, IgGlS^IgGlSer^-r ycD^^ADCC^^iJb, I gG 1 & £JH gG2 CD 
2h /^CDC7£ '14 £ ?1 T Z> Jnff £ t> ^ ts o 

<DMtMY£W.Wi [J. W. Goding, Momoclonal Antibodies: principles and practice., 

1993 Academic Press], fffliM«*> y^f'JTh + yy, U >->CDck -5 &£HM 

Hit, R^y hhk+t-h, 7<h7^fy>, ts U+TY-f ^fr^CDlb^ 
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[D. J. King, Applications and Engineering of Monoclonal Antibodies., 
1998 T. J. International Ltd.; M. L. Grossbard. , Monoclonal Antibody- 
BasedTherapy of Cancer., 1998 Marcel Dekker IncK Maytansinoid^ 
<DZfu H ^ v >? [Chari et al., Cancer Res., 1992 Vol. 52: 127; Liu et al. , 
Proc. Natl. Acad. Sci. USA, 1996 Vol. 93 : 8681] U E $ -fr £ Z. t. \Z i 0 m 

(>xd-?) mnm. (4) m&m^MME^j^a—-? £(Dmmm-&. (5) @ 

KT» JrCHLA-DR^ y ^ D-^-jl/^L^cD^M^^ilBXS^^oTI^aiT^^, 

(l) ifi^cDlfM 

<Dzmm-e%z> 0 m&iz, hla-dr a miku 0 m<D — ^«3a«^^nT$. ^ 

[Steven GE, et al., (2000) The HLA FactsBook, Academic Pressfgfr# 

bs] ©t\ mmmizm$a<D-j5mz£ k>, hla-dr©t^ ;m.umfrt>^7°j- 
mmmmizELk-m^'rn?^ ^-&mmizmmvT^z>mMibm%)~e&z> 0 pef- 
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neo-HLA-DRa&tfpEF-neo-HLA-DR/3 ^tl^tl, t bHLA-DRait^ >A^«£ 

n— b'-r^DNA&tft: hHLA-DR)8ii^>/\ o ^K^z]- KfsDNA*. mwmmmm 

9 — pEF-neo \z m ^ & tf H £ f£ J; B f£ SI T €T 5 . pEF-neo « & pEF- 
BOS [Mizushima S. & Nagata S. , Nucleic Acids Res (1990) , 18, 5332#flg] 
^CneomycinWttmfs^^la^•3A^fc^^^-T•$)^ 0 HLA-DR £ n - F *T 

M=fomzfe, pEF-neo-HLA-DRa^D?pEF-neo-HLA-DR)3 T'L929MflS^#Kfs^b 

TmzntiMm&mw&tgmv. pE¥-neo^^^-^WA^tirc.mm\zm.n^n 

i/>m-&<DMmRlS^^mLA-MtfV 2 n-j-)linfe (DAKO&M) £ 
ffiVifeHLA-DR^?iO?S^t?rJg^lC, t hHLA-DR£^-cDM:g® KiliPMCfgiJE U 

(2) ffi{*m*kmm<DmmT.m 
en nutans :?ck > H<o^eb< «t^^t^^.a> k x 

-7^7X^Sfe»]l{cfflV^n^>^\ ■€-©«fc5&V'>xteSi£6©;$:fflt [Tomizuka. 
et al., Proc Natl Acad Sci USA., 2000 Vol 97:722] (CIEfS 2 *IT 
*7#*fta$©fc©fcffi]giS!#fett, ^TiiM> UKrt&fcK SfH3Jftl*i£&K 

TRIA&J * @*BS^&gE5£g& (WT rELISA&j £V>5) > SmtnH* 
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t$kmm£$>n?m, mpLU^y^Mm 7)i?s. > (bsa) iaos^ mmm 

^i0A> &MftM\zm^<m&\zJ:&my£m<Dm£m%:mmTZ>Z\£\zJ:r)^ tr[ 
(3) ^ID-Tfflilll 

$xn-?iLTH v<j7X, ^^K ^l^y K aax^- . ^-ti-^Xte 

- is w k it t ^ ^ e> # e> n \ t m m > m fc£ 8 - y if # t - > m a t y x 

( BALB/c Efcl * ) 5 x u --y-4*P3X63Ag8U. 1 (P3-U1) [Yelton, D. E. et al. 
Current Topics in Microbiology and Immunology, 81, 1-7 ( 1978 ) ] , 
P3/NSI/l-Ag4-l (NS-1) [Kohler, G. et al. European J. Immunology, 6, 
51 1-519 (1976) ] , Sp2/0-Agl4 (SP-2) [Shulman, M. et al. Nature, 276, 
269-270 ( 1978 ) ] , P3X63Ag8. 653 ( 653 ) [Kearney, J. F. et al. J. 
Immunology, 123. 1548-1550 ( 1979) ] , P3X63Ag8 (X63) [Horibata, K. and 
Harris, A. W. Nature, 256. 495-497 (1975) ] & <*f£ffl Z\ LtiWSl V 

^^hx^y-jk y>^T-r is>%.Z£Vz/Wi l JE!tiLm iSKT TFCSJ tV^) 
^JPX.7^RPMI-1640i^ilfe{c8-T+i i #7 ~>&m%-ftmm . -fX3 7^^'M 
ynmm (Iscove's Modified Dulbecco's Medium ; HMDMJ t^o) , X 

y 3^1^ — sf)lt%i& (Dulbecco's Modified Eagle Medium; J^T 
TDMEMJ £^o) Tf«ft«*T5!Jl, ^^^^©3-4 0 M IE^'t§% (flJAfcf, 

10% Fcs^^trDMEMtgi^) xm^mv, w&m b iz2x io 7 u±(Dmm^mi^ 

X $5 *N o 
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(4) mmm& 

mfo<D^~tn(D%mfrz>mT%&<. —mz\tm. u>/\°iK tt, 

it, x\zz\nz&m&m&&fr&fr%<Dmfrznz>z\ttf-c%z>&, amuses 

m (i^T rpBSj <h^5) ti<i5t#L > PMBIi&£ = xn — v<DiMifc<£>i:b;^5: l 

~~iQ:mmizte2>&5izm&\s* i'L^it^. mu^ms* 

^=fc<a<brcm, ji#b&7^<blmLcD50% (w/v) ^'Jlf l/>^'Jn-JI/ (# 
T*l000~4000) ?r#tf4Sjfil?figifi^^T-r^o fOl, lOmLO&iJfiLtjf 

■*J->^> • 75 y > • ^-5^> (RT THAU IWth-f>^ 

-D-T^>-6 (£*T r IL-6 J ^-^tflE^ig^ (J^T THATigitej £ V> 

(5) /W :/U F— ^l¥©jIIR 

^>^> • ^7-> • *7*U#yJPh7>X7i7-t' (HGPRT) ^tJtt*T& 

U \* — *?<D ISIW(:;\^7'U £„ 
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fit <£> - g£ £ « U ELISA?iMCcfc DJrLHLA-DRm^ffi^S'J^-r^o fcfcU 

£ b fcELI SA# i D SgiST # § . 

(6) ^n-z>ng 

-r s £ £ $m m l & a < y* u k— gijo^w- mc^i^d— n>^£fr-5 0 

-Jfmmo\i h jftHLA-DR^E S Z U—^)VfcW(DM^Mm~eftZ>-?y 7- V 
D7/W^"J H — HD10, 2001^ 10£ 1 1 B ttttT&£fr ®C 

ft$nt^-5o /W7*U K-VHD8«^fe#-^^FERM BP-7773 1 IT, A^f^'J 
H-*7HD10ttStfi#-^**FERM BP-7774£LT, A-f7*U K - vHD4tegffc#-St£* 
FERM BP-7771 iUT, A-f^U K-*7HD6ttSf6#^^FERM BP-7772T-&3 0 
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i^^u-y y-r n— 7.^ A&m^t^mxn tins* z.(Dxmt%mz#>tfz> 

(D =f> ffi X tefeWftl & G$IJ&ft h V T<£ ft & ttHLA-DR^E J Z D - ^Wtafls: £ t# £ 
:i^^o [Wj^^cDV^X (^J^-t^BALB/c) tenu/nu^X> 

tlTtt, TUfig^^E/ ^ o — ^-;Vir[#:*f h MAbTrap GII^>y 

(8) ?u—j-)Urifti<D&im 

(Ouchterlony) ELISAfcfe. XttRIA^***i-f Stl*. 3" ^ n - -ffittfB 
^ [1. 4 .(0D280) =-T A7 ^D^U >lmg/mL] J; 0 Jfffif Dtf 5 £ 

© & * & # ^ y 5 1 h & j&t s # & , m. fc^mn x &m & m v > x @ w © bis # ^ 
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$ t jii^ < b - jg © ^ u ^ y ^ f & ^ m m \z m *o <d m ^m.m mm & m ^ 

U rf^y^ F£t#£fci&(Dfffi{g&^ri;<h IT, rMCD^y h (#ilAtel:\ SPOTs^ 

(P. J. Delves. , ANTIBODY PRODUCTION ESSENTIAL TECHNIQUES., 1997 WILEY, 
P. Shepherd and C. Dean. , Monoclonal Antibodies., 2000 OXFORD UNIVERSITY 
PRESS, J. W. Goding. , Monoclonal Ant ibodies rprinciples and practice., 1993 
ACADEMIC PRESS) 0 

m&TfmM^^nm(D^^zL7$miztt)fcT&mmh&^-Tz> a z\z\x% mmiz 

ttDNARt^RNA^^n^o ^^m\t^%m(Dm.W-^M^ SA-f t/u f- 

J^cDg^O^ (FRK FR2, FR3RIXFR4 : Sequences ol proteins of 

immunological interest, NIH Publication No. 91-3242£#PjO ©i&^co 1 m\Zk 
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HLA-DR <h m & L , (a) HLA-DR^iEJffiM£*MJt t h WjWlzte ^TS^i) 

$>£^te, ^^Xta HLA-DR^ 7 7 n — ^-;i/J/i#:L243 (ATCC HB- 
55) tJ:b^TL243tl^^^X«L243^ D^V^^W$iJ^tt^^i-fn#:^n- FT 

Ji (D *@ [WI -|4 » £?£L< te95%j^_tCD*@|R]<f£, J; 9 b < « 9 7 % J£i. ± © *B 1*) t£ 
#*WJ K \Z #£Ef Z> £ # <D -T y U if - a > jtffi £ £ £ h £ MMT Z> » 

25°C{£V^g£-r/W:/tJ ^ if — ~> a >^£2CI£*§-£-£^-5o Xh'J>yx>h 
/ct ^ # o ViTteu J. Sarabrook?>> Molecular Cloning, A Laboratory Mannual, 
Second Edition, Cold Spring Harbor Laboratory Press (1989) lCfBf!c£ t!T43 

tl^nn— H-r^DNA^PCRffi^tcJ; DPlMI-^^^^^ffl^n^o ^7-f7- te, 
inHLA-DRirC#:jte^X«T5 7 e>f£tr bfc^" U rfDNA^, iiilt« 
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T5Ctl:«J;0§Sui^Tt5. rtg^^j ttt, (a) «±m, (b) ig« 

S^T^^y ^ n-^;P^#:^A«(c?xf#-r§ ^tfepJfgTfe^ (Wright, G. , 
et al. (1991) Bio/Technology 9, 830-834) „ /W ^'J H — ^*-f > tf h □ 

«§2E*n <D»*igite ^ 5 ilSIM $ n§ & <=> «3> 3 m^igii £/B Tilt £ E <h *t 
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(9) ffifccDftiM 

(a) 6MtS«SCID^;Uc£ir->r nGMl^JfaM^lOAi 1 

riT^T PGMlJnifiitf JCA-^-/ > U >/\°J@MRaji (ATCC CCL- 

86) £ 5 x 10V^^XfH^Tr^Ml^lS-^b> Rajii£#5 B f3 J£ S 5 -50m 
g/kgM, ^T^L<«5 /zg/kg#M-T 1 tHlS-^bTt^'&cDv^xa)^^^^^ b 

(b) 10% FCS^^tTRPMI1640igi&^ffi ^T8~200mg/mL, £F £ b < « 8mg/mL 
S3$Sbfctn;fl:50/zL£10% FCSfc^tTRPMI 1640igii6£/B 2 X lOWmLKiUM 
bfcfg ICth F^--S*^^1#m*ffl^#)l^50AtLi^96^7V- h©^7 
4 I T^-g-b4 t CT30^^*5[Bb, &^T10% FCS£<£-tfRPMI1640J§flfe£JH V>T 1 
x 10 6 WmUCilMbfcMfBIg 10th K±— <hiMiI^inm#sS&3Sg 2 © t 
h H^— &M(DMm99%M±<DTmm&MWilQ()p.l : £?&&L* 5%C0 2 # 

3713, 5 %C0 2 ^ffiTT-16~20B#^^#b7t^, M^HX D & * *lfc 3 H^ 5 v > 

HLA-DR^y 9 o-^;i/in#:L243 (ATCC HB-55) &m>fc*^©fc!SWf&IEH4£Jt 

^CD<fc"5^tri#tUT, #y*Ji/W K-THD4 (Sf6#^FERM BP-7771) 
©^£T3tn#, /W^'J (^fCS^FERM BP-7773) © gl £ f £ trC # 

-BlXSM H-VHD10 (gf^#-^FERM BP-7774) cDm£T^/L#^W£> tl£o 
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&T$>£ 0 £©#'l4teMfCte, 10% FCS£-a tTRPMI 1640ig:Hii£ m (^T8~ 
200mg/mb b < U 8mg/inLfcWSlUfc$i#50AiL£ 10% FCS^-a trRPMI 1640*g 

t«ffl^T2 x lowmucgMb^fg 10th f^-— m^mm^mm^mmo 

^#tfRPMI 1640±g^^ffi V^T 1 x 1 0 6 WmL f C p b Iff f 2 ff§ l«kh i: 
MM^£iJM^JI&£lg2 H H^--S5l5<DM^99%^±©TKB^r?jS^100 
ml&M&V, 37"C, 5 %C0 2 # ; fiETT 5 Hf^ig^b, $ £> J^H^ 5 5? > £ 1. 0 m 
Ci/^:rJ!/T«nbT, $e>{337 < C, 5 %C0 2 #ffiTT16~20Pf ffli£*b7t^ iO 

m^m K) & £ n& 3 h^ 5 5? > £ © u b m 3 h^ 5 > £ -> >^ v— $> — tsij^ b , 

WM^tt^l^^^^V^XinHLA-DR^y ^ P— ^-;i/ir[#:L243 (ATCC HB-55) 
^tLT, 0tJ*.fc£/W:/D (§ft#-^FERM BP-7772) cDjg£T£ *r[#: 

o &m stv # x fflffi^E^P k: & ft z> mmmmmm iz «t & t k 

ITk htrtt hlfiL?ST;vy^ > (HSA) tri#:^S# L 36 K©tft 

> h p— ;i^^ r >^o^#^^i:b-<W;mtcfp]±b 

®1&3»*£5Kt-£*lJ»rT?€?*. * 5g (£> irt ffc&tMa HSA tit 

u > /mmMz&mvfc^ v xmm^^ )i 5 E-r^tcs^b^*^^, trcHSAtn; 
^mmmm^t. ±&(D£?\zmm^&i) >;mu& (mlr) k^^-sm^ 

Z. t\Z J: DlflffiT^, MLRte^©^&Tfr5 - <h7^-e^£ 0 
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#Jx.«\ HLA-DRO/3II (DRB 1*15011) ©M^im 199X ^ 7 
& (E#l#-f 14 7 K^TTS y^l3^JO-5^^29#@^e>^227#@<7)1997$ 

j m, sb^j#^- 14 6 \z\zmm&^ 147 t^t75 ymsa^j^rn- Ktsts 

T\ rg&^fcrjjg-g-j tStlt HJIM17 (2) fi^tl^^tfe^TA'^ 

«HLA-DR<^j8^061#B*^71#B©^^HJcS^'l4&W , rS- £ 5> HLA- 
DRtcte^350@IM<£>#M;^&3 H t^^tlTl^ (EMBL-EBICDIMGT/HLA^— ^ 

£> 3 9 iZ^1rimM<D^7^\*<D\2mm&±£KfoLfrM&, ^<D*ri£M3:HLA-DR 
4*^6 3 9 tl^t^TO^^ H ttf tU^ t , #>o6B?iJ#^4 0^6 

1 7 (3) T^nS^rfeK&^TA'y ^{fp^> Kf'itbT 

i o % «± (D nyt^m & z. t -v $> § o 

2. EHM^ 
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*fee^coin;#:X«l£^ia^#J«, HL A-DR £ IS ?i LT<,^M^;gB-r £ 

^fitjt^i-ft^B (gvhd) (D^mxteWiWjzm^nz. 
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U>AJK, A~^y h U >A°J®, S'I4U>/N°M, tfS^&U >Affi, Mf£U> 

fcmm. rn^rn, m^m, m%m, mmm, mmm. ^^omm. j§t£ra, 

iti, skw^m, mm^m. rnvtmrnm. nm^rnrn, mm^mm. 

nmmm. m&mmm. mrn^ ^m^mm, ^mmmm. fpvtmm 

3. mmm 

w^w izn m L mz> mm-cmm b t & v^ 0 

02A«K-^ffl» 1 /zg/head©±!-§N 02Bte&^/« 

i3n mmtbmu-m^jzu-^jiffifocDmMikms. (adco row* 

(CDC) <Dmmmmfefli&^-?m'VfoZ><, m 3 AteHDSGlSer&OTSGKD 

ADCC^tt^, 0 3B«HD8G2CHG\ HD8GK HD8GlSerS:^HD8G4(DCDC|g'fi^, El 3 C 

«HD8GK HD8G2, HD8G2Sei\ HD8G4, HD4GK HD4G2Ser&££HD4G4<7>ADCC?£'f3z £ , 

0 3D«HD8GK HD8G2> HD8G2Sei\ HD8G4, HD4GK HD4G2Ser^D^HD4G4(DCDC^'tt 
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i4li, ^Vxmffi^?)llZtt^&*mW<DfrifcmmSeT. HD8G2Ser&££ 
HD8Gl©M^^^^^TElTfe-5 0 M 4 A«i£-^-»0. 1 g/ Iffi CD « CD ^ HI 4 B 

HI5«, HLA-DR/3ll@H^JC0^/$^^ F^ffl^TtfSMt: F JfCHLA-DR^E y ^ p — 
^-;Ptri{*Xb: h-y»W^^f 0T-ab§ o H 5A, i5B&r/i5Ctt> ^tl-^tl 
HD4, HDe^^HDS^OViTCO^+jf^^-rHTfe^o 

0 HLA-DR/Hlxt: F-^IS^I^CD^SilIB^JcD^^:/^ F V>fc*S 

it h inHLA-DR^e / ^o-tMA^Xk" h-7°$?#r @T^§„ 

m^my u— f 

IB^'J#^ 1-1 5-AXSB^JCDl^H^ : v — 

IB?'J#-^2 4- 1 4 5-AXiH^JCDl^Bg : ^^F 

^T, ^M^J^aT*fg5g^$ ^w^cdiimw;: 
lEife $ n £ co ^ pg^ $ ti -5 co t v> o 

h hHLA-DR^Iffl^Ii±JCjiiSiJ%JibTVi-g>*fflHa^t#^fcie)> t F HLA-DR a ftt 

n^m^&y^ /m^mmy^x^ Y^y ^—^wm^tco hla-dr a Mikzs & m. 

— FT£DNA«> PCR&fcJ; 0 faULTc, 
a) ^fik hHLA-DRaiI^^/3lI%5g^^^-coflIM 

^^PCR^tf 3^fefcD> Mi LTJB^fccote, h F HLA-DR ail [3 il£r 
u— FT-5 cDNA £ T £ 7° ^ X ^ F ^ ? y — pEF-neo-HLA-DR a $. t/pEF-neo- 
HLA-DR /3 T $> £ „ pEF-neo-HLA-DR a & ^pEF-neo-HLA-DR /3 te^Tco^&T'flsM;* 
tlfc. xiSt F HLA-DR a ilDNA^HLA-DRtf iIDNA£, -€-C05' t^^EcoRISB^J 

-€-co3' *w^NotI@B^Ji^ihzi F>^#iPT^>^co^U y ^-if31il^^ 

(PCR) £?TWi^l^c 0 t F*^ifiim^J*a*cDNA^^Sy<h IT, HLA-DR a ^ 
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O^T«y7^T-iLT : 5' -CCGGAATTCCCACCATGGCCATAAGTGGAGTCCCTGTG -3' 
(S2?'J##1) 7kT$5' - AAAGCGGCCGCTCATTACAGAGGCCCCCTGCGTTCTGC -3' (g2^ij# 
^ 2 ) £ , HLA-DR M: ^ ^ X IJ ^ 7 O - £ L T : 5'- 
CCGGAATTCCTGGTCCTGTCCTGTTCTCCAGCA-3' ( SB P\ # 3 ) & 5' - 
AAAGCGGCCGCTCATCAGCTCAGGAATCCTGTTGGCTG -3' (IB?'J#-*§4) ^^fiEL, LA- 
TaqDNA#U ^ 7— fef • t'-7-JH;Hii) MIT, (94<C, 15 

#;55t:, 30# ; 72°C, 60#fl>1) X 301tM ^ ;KDPCRSJfc£rT o fc, ^/^tlTc 
S3?iJ£, EcoRI-NotlKJti: tTML, |W) — Wm^M^ t£ tlX V^cpEF-neo^ ^ 
^— (&^pEF-B0S [Mizushima S. & Nagata S. , Nucleic Acids Res (1990) , 
18, 5332#bs] izneomycim&mfc^&m&ih/vfc^trd?-) ^ftgbTCo %Z 
tl^y^X5 F^pEF-neo-HLA-DRa^r/pEF-neo-HLA-DRjS <hffa£ Vfc 0 pEF-neo- 
HLA-DRa &ClI<^jA £ tlfcHLA-DR a te> 765bpOcDNA^n — H $ tl, pEF-neo-HLA- 
DRj8 tC|R<^&£nfcHLA-DRj3 801bp(£>cDNA7^:3 — H $ *lT(^£o J^T> ^jfjg 
^©^T^PCROTS^SMHSte, > ? ->T>yPCR>-X^A9700 ; (4*) A° 

c) t hHLA-DRfgiJMOfM 

b) T: fr 1 M L pEF-neo-HLA-DR a t/pEF-neo-HLA-DR /3 . Lipof ectAMINE 
Plus (^yn • t: — T-;i/x;i/?±$g) £fflV>T, L929ffflBS (American Type 
Culture Collection (ATCC) No. CCL-1) ^Abfco Ifi^iAHT-aTJl' 
(D^&lcTfTofCo Mt£^:7^X3 (igMf«75cm 2 ) 4>Tf37t:, 5.0%r| 
^7,Ttr24B#r B 1±S«b^m, G418 (^^n • tf- T-^x^ftiJJ) £ 1 mg/mU;i 
ft£ ck-5 tSDA., lM^ig*L^c ^ViT5\ R-phycoerythrin^^bfc^^Xta 
t h HLA-DR tfi ft: (BD !7 t — 5. >zyx.>^tM) & m ^fc 7 n — 1M h - 
(FCM : ^ *>V>%tSl) #W£fT<^ jte^^A$nfe*E0flaTG418 

PCRffly^-f^-^co^-'Jrf^^l/^-^FcD^-^^, 3-TDNAg ®b<&/» (^ 

;i/3948 ; (tfc) A — +>X^Y- • i^A> - 7^7^ HAW tyX AXfi 

£ffl<^T, f 0Y-a7JH;f oTfrofc [Mat teucci, M. D. and 
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Caruthers, M. H. (1981) J. Am. Chem. Soc. 103, 3185-3191 0 #t'Ji5(^ 

h tc m. m m # \z m m l , m m r & £ t- - 2 0 v, t s& &s & # l D 
(SC20) atxt Mg/cfi h 5>xs?— > (kco5) &mmz{%m-rz>o z\(d~?vx 

(SC20) £f&^£-7^xm$cT& D , M?Ll$mm<b(Dm^ [Tomizuka. et al. , 
Proc Natl Acad Sci USA., 2000 Vol97: 722] fcfBife^nTV^o ^Si&Bte 

>X> ? — > (KCo5) V^X^Ifc (h7>Xyi-7^-7^X) TfetK 

^iJx.«'Fishwilde>©?g^ [Nat Biotechnol, (1996) , 114:845] ^IB«c$tlTV^ 0 

m^t>7,(D^M\z^ vn^rLtz., higmmi&zs Km%fimmiz%>mts 

ti Z> 1@ Vf [Ishida & Lonberg, IBC s 11th Antibody Engineering, Abstract 
2000] Sk~F<D$imnm\zm ft^, itufEt: hjn#:^£-T^7> (KM^X 

TmWklstz.* ^ffil^ibTOt: hHLA-DRt'i, l»#iJ 1 til LfcHLA-DRfgIjtL929 
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^•7^7.^, ^JfiWlTf^fiLfcHLA-DR^L929IIBJfi ( 5 x 10 6 M/lffi) 

^S^MS#S.U ? 5ng/*y"^XfEI#:cDRecombinant Human IL-6 (J^T, IL-6, 3f 

ft!SE$nfc^^i.*^J»IRRt^/XttU >/tfflS&^Wfcffi»b, 350mg/mL m 
Wkmi- b U 50mte/mL ^~->U>, 50^g/mL XM/yh7-fy>^t 

tf*£jfiL?1fDMEMigi-f!J (^7*n • tf-T— ;PX^a§g) (£AT r^jfiitf DMEM^ifej t 
^■o) \0mL$* \ZXn, ^vzya. b K ^— : ~7 7 )Vu >*t$g) ±XXA° 

»LT«lfiSfc&W3eUfe.— 10% FCS (y^ftg) £^frDMEMi£itfl 

5 %^t^x#aTTMig^ 1 x io 6 mm/mi^m^tji^ ^-o izmmvTc ^ x. 

n-Ti§ SP2/0 (ATCC No. CRL-1581) ^mmizMskm DMEMig*l&T2$fe*£ U &jfa. 

7hl:. Sfi-a-^it LT50% (w/v) #UI5 : 1/>^U n-;H500 (^-'J 
^>A-fAttM) lmLSr, tf^ v b <D9c~C< 1/ y h V?3l& £ ® o < 0 » 

JPL, £ 7mL(D*|jfiLmDMEM^ifi^^iPbfeo js^I£, llf^^LTf e>n 

H — T©MiRH. 10%FCS, IL-6 (lOng/mL) &I/k^^"!t>?> (H) , T 
5yyfU> (A) , ^5S?> (T) (UT THATj tV^. : y^YtS) 

zmmigmtp -em m-tz>z\t \z& o irofc. $e.^, ht cs^vftss) , 

10%FCS, IL-6^WDMEMi£%£JB^Tl8IM&SR&J;:J; D y>!f)V>7 D->t:L/: 0 

ig^tt, ^ a^-r 37— tV— h byfj v*>v y^tm ^t-It 

ofc„ tab hHLA-DRt h 1 7 £ o-tMft^iitSA'f ^ U K — V^n — > 
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^;i4a#©#tt#ma> 5S*«»ft£ft3lF7' yiM (ELISA) XtfFCMK 

ct o aiurr s c <h k j; o fT o fee 

tf5Kj&^5Cell EL I SA ic J; D > b hM^o^ U > r ft (hlgr) RZ$t bftm 
tfu7V >mW.K £#b, iot bHLA-DRK^#JfrSJStt£#-r5b b^&y ^7 

HMffiH bhM^D7'U>liK (Ig/c) £WT5, b h fttHLA-DR^E 7 g n - 
A— 3ry h U >AJttifflJ]&Daudi (ATCC No. CCL-213) x;W;i 1 X 10 5 flH#P 

1 %FCSAD©PBST2 m&&V. mft 1 7W'Vl*3?zs&— if TSU^tlfciT^r 
SiikhftJ5^n^iJ>6iK (Ig/c) i/x^: (50Mg/^ : DAKOttSS) £JJP*., 
4tT20^F B K> + a^-hLfec 1 %FCSADPBS-tr 2 [U#fc#b, TMBfg&*S€ 

(DAK0tt§S) *#^x^fclOOjttL-roiO^., £i&TT20#|BK > + i^-- b Lfc. 
£-^x;M~0. 5MM (100mL/^7o:;1/) £iP;t, ^JS£lh#>/io $tfi450nm (#M 
&S570nm) T<£>M^£^-f ^ p 7U— h U — ^— (1420 ARVO 
#"}>^- : WALLACM) ^TObTII§ttSJft£^bfc^#:jg£^ n->£jiiR 

Daudi£#tfx;W;: 1 xlOWPAfc^, A-f K — ^±?f £JPA> 4<CT-20 

^>^ra^-Mfe, JfcHT, 1 %FCSA0<E>PBST2 IU*5fc#U §^xJH; 

^n^*nH#7itb^;V^^>^-ifTMIi$nfcb^^Kb MgGl#i#U by 

^tnb MgG2jn#:, b y i?m b h IgG3tiifl:Xfct b y i?m b h lgG4tfi{k (&2000{g 

jfriflU 50/iL/tfx;K The Binding Siteftig) tMTT*l^>^a 

^-hb/to 1 %FCSADPBST3 \eWg&'&. mnMffiffi. (TMB, 100 x.Jl, 

DAKOftM) ^^^xJHdDi, ^i&TT20#r B 1-Y h b£. 
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0. (IOOmL/^ ZDUti, ^J^Sih^feo i£ft450nm 

570nm) TO^^^Sr^-r i7 □ 7°)/— h U (1420 ARVO ^JU^^^;!/*^ 



1 











L929/HLA-DR£*fT5 


human IgG 


poly 








HD3 


IgGl 


++ 




+ 


HIM 


IgGl 


++ 




+ 


HD6 


IgGl 


+++ 




+ 


HD7 


IgG3 


+ 




+ 


HD8 


IgG2 


+ 




+ 


HDIO 


IgG2 


+ 




+ 



S^J-iE^t: h^^jfiLS^mS^cSrFicoll (Ficol l-PaquePLUS: Amersham 
Pharmacia Biotechth*!) ^T^&«oTlMbfc 0 #l M HI 3'J £ IT^ x 

S'L^* (600G, 5#) U HBlia^lffltifiiiBI&^dlL/fc. M#IIj£PBS 

TSHKbTFicollklMJgU JtM3s>D (400G, 30#f$) £ «fc t) 3M£ Iffl US £ 

%m-?jEft\ib3eiffiihLm%:Wm& (PBMO £HX#b£o 
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*&\z, ffX#UfePBMC^Simt:-X#CD14Jn;f* (SJPf-AWtf^^ (MB) ft 
W T30#Pi3 4 , CTJ£j££i3\ MACS#«i;&7i* (MB*±©i) £iIbTCD14ll§MJ]S 
©tfi^-Y ^t^i/a >£fTofc„ MACS^«t*7A©ffiffl^ffittiaW»K:So 
Tffofco #e>nfcCD14»ttlfflfla*GM-CSF («lia^50ng/mL : *U >t£-JH± 
EH»lRW3!E0f»CTWii) W-f >^-i=K^>4 (**SJi£200ng/iiL : S?i> 
f^Atti) £^t?10%FCS"a^RPMIiMT5 Bj^S 8 BJg^bfco 

U # # U U" y # 7 H (LPS:ft^?1^40ng/mL : 7^ttS) £»LT 



hm^j7 island u >/N°^?g^-^ ^^^^R^tc^-r^^M^'fe 
^gmi^ji'&iHj^ (mho ©M^^i^@m^cD^fii^*5^T«, mmmt&'E* 

J^^?l#^^-To t F ODMHCteHLA (human leukocyte antigen) tmttl. HLA-A, 
B, C©Itl)^ I JrtMch, HLA-DP, DQ, DROJST £ ^ 7 X H jn^ab 0 , $ 

£in vitro{c43ViTPI^^)M^T-$>^o 

^t^RPMI1640tgite (25Mg/mL, 37^, 30#) <h^Jft2itT«M£#P;^ >EJ& 
f 3 0R±RPMI164Otg^T^^b, 1 X lOVmLfC^C^ct 5 ^RPMI 1640^^fC5®^ 

^ £ , h ^- a m m m & 1 o o u i / v x ji t h ±- b ^ m _t ? t # a ■=> 9 6 t\ y 

U-ht^at, 37T:, 4 B Pel, 5% C0 2 #l£TTi§« LfciK 3 H^^> 
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(Amersham Pharmacia BiotechliM) £ 1. Om Ci/^7 ^)ltfc& «fc -5 tc^ip IT, 
^bf^t:, 16 — 20B# PpI , 5% C0 2 #^TTft§* b^Co Micro96 Harvester 

(SKATRON&S) ^ffl ViTiBI]a^J|xD3A^n^ 3 H^$ v>£^7> 7 )V?-~? 
yb (Printed Fi 1 termat :Wal lac ft SO KIeIiKL, Ifc M '& ~> > J- V — $> — 

(Betap;Scint:Wallac*±SO tc£<SU rty tr—i? 0 giM 

fl/->3 >#^>3?- (1205BETAPLATE: Wallace®) Tf£»JJ^b7c 0 

Sife Lfcin t: hHLA-DRirL^OteK^^KC^To ^tlb<£>-5-5> HD8> 
HD10, HD4S.^HD6«, ¥^13¥ (200l¥) 10^ 1 1 0 ttttT'^tz:rTJ&& AMMBiWi 

HD8«FERM BP-7773, HDlOteFERM BP-7774, HD4ttFERM BP-777K HD6te 
FERM BP-7772T&£ 0 



Z^tSigmtrnZYW Protein A (7-?ytA77;Ky7/Htf^l:l) ~Bl 
ZFO. 8 X 40cm # :7 A (AM 3"^ y KM) £JSV>, bTPBS, ?££±1 

IfttUTO. 02M s/Vis>mmm (pH 3) £m^T7?^r:^--*ji®iL7t 0 
^{±1®^«1M Tris (pH 9. 0) £»bTpH7. 2 ft" ifi PI S L 7c „ mmtEtlfrm 
fommZ. IlJrl (10000#^K Spectrum Laboratories^^) £fflV^TPBSf3 
e^b. ?L@0. 22Mm ©^>y^>^^;V^-MILLEX-GV (5U#7ttS) T'5 

**^t hirtHLA-DR^y ^ P-^-;i/in:#:^#feo #i #: © it 
280nm^S57t^?:^J^U, 1 mg/mL £: 1. 4 0D£ L-XWHi Vfz 0 

t: h JnHLA-DR^E J 9 n-^;i^#:£^ ^^*±?fcDg)lM«J^T©^S(CTff o 
7to Sft b JaHLA-DR^e 7 ^ D-^;i/j/E*«£A-1' F- V^10ng/ml IL-6, 
10% Fetal Calf Serum (FCS : SIGMAttK) ^eRDFtgift (ilSlttl) \zB\it 

• tf-7-;Ux;i/*±M) , thhy>X7x'J> (5 fig/ml, *f-?n - t: 

* X^7-Jl/7 5> (0. OlmM, y^Tftg) , f£-fel/>^^- 
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MJ^A (2. 5x iO- 5 mM, y^YttS!) , 1 % Low IgG FCS (HyClone*±®D <aW 

bfc. ^^T.nfcT±g«b, A-r :/u f— ^(D±mmmmQ%\zu^frm&'T:m 

HMffU9 iib h fetHLA-DR^E y ^ D-^lxjft^tcJ; £ U > A ?g tc «£ 

£ & a H ^ £ Ml! ^ MMJi 

>A5«-£rig«te, *&tt»^taJiC©&fc:S mT«t±Kt-A, 

*M£in vitrote;fcV>TiS^&&tlfcT2&£>a*, 2 £> Jc\ K^— A©5M8ifiLj$> 6 in 

ritToT*nmuf£mn&m<Dj&mmwtmf& (do <t h^-- B<D^msk^^>^mv 

tt (ADCC) ^^^bfe^^TTI^fil©TD^J^fc^T^Tiffl^©S^tt$r^^^ 

-tJlT?, ^HLA-DR^y i7 n — ^-;i/ia#:©#^TT|WIffiS^©DCi 
T«lllfi*fflVifcig'&«HI*fTV^ T^^OTDta^M^tt^^T^trCHLA-DR^By 
/rn-^-;PifL#:©f^ffi^ii^rcc JM*W^te, ^11^96^ ^Jl^U- b (Falconet 
m Pj— A<DJ&$U)C£ 2 X 1 0 WmUc: & J; 5 KIOK FCS£"at?RPMI 1640ig 
itH (RPMI-10% FCS) {~rM£-&fc 0 taHLA-DR^E / ^ D— ^-;Uir[^, l?i'ttP>hP 
-Jl/tbTth^'J^D-tJHgG (hlgG) Sc^ittDyhO-JPttTY^X 
trCHLA-DR^E/ ^ P — ^-;UtrL^L243 (ATCC HB-55) 200, 40, 8 mg/mL fd & § «fc 
5fcRPMI-10% FCST*&2Rbfc. H^— B®*ffijli D Lfcifcf6^99!m 

±(DTMm* 1 xlOWmLt7i^«fc5{dRPMI-10S; FCSK:??iSSi2:&. MlJJtC, H 
^-AS*O^^DCt^HLA-DR^y ^ P-^;UJa#:^#50AtL-r^>96^:^l/- h 
±T?S^b, 4 £ CT30^M«b^Co mz, BS3|5©TaBliai00ML&S^L. 
37^, 5QM, 5% C0 2 #ffiTTi&ttLfc^ ! IfSy> (Amersham Pharmacia 
Biotech*fc$U) £1. O/iCi/^x^t&S «fc -5 td^^PbT, ££>f;:37 0 C, 16 — 20B# 
m. 5% COjffffiTT^FSIbfc. Micro96 Harvester (SKATR0N&SO £ffll>Tlffl 

MlzW K> s ti7t 3 H^ 5 V > £ ^ 7 X 7 ^ ;W ^ - ^ h ( Printed 
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Fi 1 termat :Wal lac %t M ) IC 0 JR L , ft 01 ^ ~> > ^ 1/ — ^ - (Betap; 
Scint:Wallac*±M) ^J;<gL, /\° y $r— >*>£f», P mm&mfazs >^U- is 
3>t)0>?~- (1205BETAPLATE:Wal lacftiSO T'^M'JAEbfco 

^©^£0 1 Hito HD4, HD6, HD8, HD10«hIgGS¥ t ikMt bTJl*fe#tfj 
&ft^»J7£tt£^bfc#i\ HD8, HD4^:^HD10ttL243 <h bTi§< , HD6«[ltt 

^ #P ffjij glj <h b T (D nj fg'te j&JjS fljg $ n 7t o 



y^n-tWoSMcM^, FCM^^fTfTofco 2 x 1 OVmL <£> M T\ 
L929lffl^S:tXHLA-DR^JiL929lfflia^, 0. h U V M>J&Z$ 1 %^Jfei£iftL 

tff-a-WbfcPBS (Staining Medium, J^TSM) 967^^1^ ^ h \Z 

100jLtl/^7 xmftlfco jS^^^I (6000.4^ 2#) bfc^, _h?* £|&5£b, 
HSfiWetg^bfc/W H-^©lg«_ttf (50m 1) £ 2JP x. T It #b7tm, * 
^T30^ra#«bT^e», jl>i>#lit (600G. 4*0, 2 bT±?jf bfco 
^1/^ h 100 m ^)l(DSM-V 2 IU$:f£bfc^ 0. 0125mg/raLcORPE^^Sii^ 
-il-^Jfik Mg/c F Cab") 2 ia#: (DAKOttti) 30ML£tJPX., ^KrUT30^P^-T >^ 

^©^teituizEcDigll t/^to Vi-rn©JrL#: : bHLA-DR^JgL929|ffl^{CCO^^Vi 
rfg-^'ft^WU L929*fflflS^©|§^^'t4«l^^e>n^:^ofc^ ch^^>. HLA-DR<h 
W \z m^t £ ia^T & £ Z £ J&**U b fee 



M^iiii ^lyxmm^^jiizwr&mmt: h ^hla-dr^e j % u-j-jimfooi 



mm-r ^ m \z & o t ^ x m^^e x £ ^ ^ xtfc w b rc 0 
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B-17/ICR-SCIDT^X (ft-JfCUT ($0 *±®0 5:fiAL, 6M 

Ml*)i£#bfc 0 IB, n-^rv h U >A°JBMRaj i (ATCC CCL-86) £5X107 
7-)7iWlP"3fi4U; 0 Raj i^fitcfc D 5 011, ^^7X©«Mrt^*|^h 
binHLA-DR^E/ ^ D-^-;Hrt^^O. K 1 n g/ x"i7 7,P#<Z)ffl ST 1 0i£#L/io 

^±(D^J^COlS^^HI 2 t^t„ ilt hfctHLA-DR^y ^ D-^-;i/tn;#:^0. 1 
Wg/^XM^Ti&^LfcSfTte, 90H^<O£#|fc^ll¥&fc 0 5 HD8te 3 

12, HD10S:^HD4« 1 ETfeofc (IU2B) o — >5u 1. OAtg/^^XflS{*T^#bfc 

P&fcD 5lfficK HD8te3E, HD10W: 5 E, HD4 « 2 HE T & o 
(02A) „ l^'l4a>hP-;WTS§*n:HSASrL#:S#^T-«, Raji^«^6O0R 

iri#:S-^BtO^^X#:fiH^20g-lr$)^) £ £y^<b, 0. l&tf 1 m g/V^XWte 
^iJHJbfco $ <b\zmMM9<D®i%:$:m&-tZ>£. HD8tt^^?Pfj!iJ«tt©li<E.^iri 

9 $ — (D%%%. 

(i) HD4> m%fofom^<DzmkZu — -y$t.^M^Z9-\^Wi 

/W yj H — HD8£ lOng/mL IL-6 (R&D Systems *± M ) , 10% Fetal 

Bovine Serum (SIGMAft®!) ^WeRDFtglti (mmmm±M) T'ig«L, 

UMb/i^oTTotal RNA £ tB L o JfE^cDNA© oJ^M^OD^ □ — - >^«, 
SMART RACE cDNA amplification Kit (^D->T-7^ftl) &m^. mn<DM 

5/xg(£>total RNA££»£ LT, 1st strand cDNA^Si Lfc„ 
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1) 1st strand cDNA <D&$. 
Total RNA 5^g/3yL 
5' CDS 1 u L 

SMART oligo 1 ul 

5 xBuffer 2 ul 
DTT 1 nl 
DNTP mix 1 ul 
Superscript II 1 utl 

-&t>\z, lOO^LcDTricine Buf fer£JD tlTzl^, 72t:i? 7 ^Pal-f >^^— h 
1st strand cDNA£^#Lfc<, 

2) pcrcu^sm^^ mmfcT(nmm&m&m^&ifamM^??-<Dm 

cMA<DmUlZte, TakarattOZ-Taci^ffl ^fc 0 
cDNA 2 ml 

lOxZ-Taa Buffer 5 ul 
dNTP mix 4 til 
Z-Taa 1 mL 

7 7^f7- 1 

±fB*Ifi5o©M^M^^^g7K^TSH^i50AtL<h U PCR^Lfc 

filI(DJii|)S^«> UMP (SMART RACE cDNA amplification Kit ; ^n — >y=-y^7 
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ft 14) t hh-6 7° 5 V - (5' -GGT CCG GGA GAT CAT GAG GGT GTC CTT-3' ) 
(6E?iJ#-*f5) £JB^, 98°C1#\ 68°C30#(Z)it< ^S^OESI Dilbfco £ £ 

mL£§«£1^ NUMP (SMART RACE cDNA amplification Kit ; 
/7D->r-^liI) ihh-3 ^7^7- (5' -GTG CAC GCC GCT GGT CAG GGC 
GCC TG-3' ) (IS?iJ#-^6) Zm^T, 98T:i#, §%V,mP<D^-1 ?)U&2Q\Eim 
VMlsfc* Z\(D'&, mmvrc?CRM^J^?CR purification kit ( + T^r>t±M) 
lZ£OmmL, hh-4 (5' -GGT GCC AGG GGG AAG ACC GAT GG-3') (SB^J#-*§ 

7) ^y"y^^-tvx, tk&mmcDikm&ft o7to gB^'j'if m&mz, hd-4Sii 

iSW^7-f ^-tnHD4Sal (5' -ata tgt cga cCC AGC CCT GGG ATT TTC AGG TGT 
TTT C-3' ) (@a?iJ#-^8) HD8SiI#^W^^-r-7-tnHD8Sal (5' -ata tgt 
cga cTGG CTG ACC AGG GCA GTC ACC AGA G-3' ) (SB*iJ#-*t 9 ) Z\<D 

tnCHNhe (5' -gat ggg ccc ttg gtg eta get gag gag acg g-3' ) (S2^'J#-^- 1 
0) £fflV>TPCR£fT^ (98t:i#\ 60t:30#\ 72°C30#) , MIMifiScDNAgfr it 
£SalK Nhel-rm^b, |WI — mm XM%k $ tlX ^ fcN5KGl-Val Lark^^ — 
(IDEC Pharmaceuticals, N5KG1 (US patent 6001358) (D&i^^ Z 5> — ) „ \zm 
Abfeo W A^nfcgE^iJ^direct sequence fed: -d T&5£$ tifc & <£> £ ^ab 

igflteu UMP (SMART RACE cDNA amplification Kit ; ? u- >^ y ? ftM) £ 
hk-2 (5'-GTT GAA GCT CTT TGT GAC GGG CGA GC -3') (IS^'J#^ 1 1) ^7^T 

-£^ot, 98^1 ^sx:zofp(D^-( ^ ji^zommoMvxmmvrco £e>^, 

ZCDRfoml uL&Wmtls, NUMP (SMART RACE cDNA amplification Kit ; 
-y^-vt^M) ihk-6 (5' -TGGC GGG AAG ATG AAG ACA GAT GGT G-3' ) (SB 

^js^ i 2 ) &m^T, 98ri#\ 68t:3o#<z)-y--r ^)i^2omm dm ;l© 

mmvrz?cmm^?Cl purification kit (+7y>lifi) (c^Dffii^b, 

hk-6y^-f7- (IB?"J#^fl2) ^ffl^Tm*@B^J^^^bfco iB?iJ1f 

HD4^fI#MWy^-f V— tnHD4Bgl (5' -ata tag ate tGC TGC TCA GTT AGG ACC 

CAG AGG GAA CC-3' ) (@B^'J# ^ 1 3) iHD8^ll#^ W 7° ^ -f tnHD8Bgl 

(5' -ata tag ate tGG GAG TCA GAC CCA CTC AGG ACA CAG C-3' ) (IE?iJ#-£f 1 
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W7 f 7i' <t tnCkBsi (5' -aag aca gat ggt gca gcc acc gta cgt ttg at- 
3' ) (g2^J#-^ 1 5 ) £JSViTPCR£ff (98°C1#\ 60°C30?^\ 72°C30#) » 

Val Lark^^^ — tC2»Abfec Jf A£*ifcE3Wdirect sequenced J: o T&m 

<hd4 mm "i^mm tmmm*% 1 6 ) 

GTCGACCCAGCCCTGGGATTTTCAGGTGTTTTCAGGTGTTTTCATTTGGTGATCAGGACTGAACAGAGAGA 

ACTCACCATGGAGTTTGGGCTGAGCTGGCTTTTTCTTGTGGCTATTTTAAAAGGTGTCCAGTGTGAGGTGCA 

ACTGTTGGAGTCTGGGGGAGGCTTGGTACAGCCTGGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATT 

CACCTTTAGCAGCTATGCCATGACCTGGGTCCGCCAGGCTCCAGGGAAGGGGCTGGAGTGGGTCTCAGGTAT 

TAGTGGTGGTGGTGATAGCACATACTACGCAGACTCCGTGAAGGGCCGGTTCACCATCTCCAGAGACAATTC 

CAAGAACACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGGACACGGCCGTATATTACTGTGCGAGAGA 

TCATGGTTCGGGGAGTTATTATCCCTACTGGTTTGACTACTGGGGCCAGGGAACCCTGGTCACCGTCTCCTC 

AGCTAGC 

<hd4 mm^smmm (ga?u#-*§ i 7 ) 

MEFGLSWLFLVAILKGVQCEVQLLESGGGLVQPGGSLRLSCAASGFTFSSYAMTWVRQAPGKGLEWVSGISG 
GGDSTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARDHGSGSYYPYWFDYWGQGTLVTVSSA 

<hd4 mm*smm®> (ib^j#^-i 8) 

AGATCTGCTGCTCAGTTAGGACCCAGAGGGAACCATGGAAACCCCAGCGCAGCTTCTCTTCCTCCTGCTACT 

CTGGCTCCCAGATACCACCGGAGAACTTGTGTTGACGCAGTCTCCAGGCACCCTGTCTTTGTCTCCAGGGGA 
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AAGAGCCACCCTCTCCTGCAGGGCCAGTCAGAGTGTTAGCAGCCGCTACTTAGCCTGGTACCAGCAGAAACC 
TGGCCAGGCTCCCAGGCTCCTCATCTATGGTGCATCCAGCAGGGCCACTGGCATCCCAGACAGGTTCAGTGG 
CAGTGGGTCTGGGACAGACTTCACTCTCACCATCAGCAGACTGGAGCCTGAAGATTTTGCAGTGTATTACTG 
TCAGCAGTATGGTAGCTCACCGCTCACTTTCGGCGGAGGGACCAAGGTGGAGATCAAACGTACG 

<hd4 mm.nmm.rn.> m?m^ i 9 ) 

METPAQLLFLLLLWLPDTTGELVLTQSPGTLSLSPGERATLSCRASQSVSSRYLAWYQQKPGQAPRLLIYGA 
SSRATGIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQYGSSPLTFGGGTKVEIKRT 

mmMkoimmmife&te* m&mm 6o5'*«^e,79#g®7f-> (a) & 

£ i; £ 3 ATG □ F>T$>0. ttfan^mW.£fe'%mm.<DM$f-fc5' *i»£504# 
@<£>7^-> (A) <h505#@O^T-> (G) 7$ytE^lt:^ 
^T, MilBT^ffii^«@H^J#-^ 1 7 CDN*^^e>142#e(D-tr U > (S) ^IS^T 
T£D> 143#@©7^n> (A) J^M^SIM"^ £ Q fifM2*ifcSSiM6M 

•>7T-f> (C) STT&D. ©N^«gB^J#-*t 1 7 ©20# § (D ^ 

>m (E) -6 ^1 t^^5)^t/<j;oife.o tot, SH^"J#-^1 7©7$;ilH^J 

SmDNA(D^iR^^^«^ SH^'J#-^1 8 05' e> 35# g ©A;^ £ teC £ £AT 

GnF>T^D> bJ^M^^5' £>418#@<£>:7^> (A) ^TTr&^o 7 

B3^I«BH^J#-^ 1 9 ©N^^cl: D20#gCD^U '>> (G) J&fW<£>N 
5fcS&«B2?lJ#-*f 1 9 (D2mB<Dtf)l? 5. >m (E) T^Sut^^^^^o^ 
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<hd8 mm^^mm (Baaw-st 2 0 ) 

GTCGACTGGCTGACCAGGGCAGTCACCAGAGCTCCAGACAATGTCTGTCTCCTTCCTCATCTTCCTGCCCG 

TGCTGGGCCTCCCATGGGGTGTCCTGTCACAGGTTCAGCTGCAGCACTCAGGTCCAGGACTGGTGAAGCCCT 

CGCAGACCCTCTCACTCACCTGTGCCATCTCCGGGGACAGTGTCTCTAGCAACAGTGCTTCTTGGAACTGGA 

TCAGGCAGTCCCCATCGAGGGGCCTTGAGTGGCTGGGAAGGACATACTACAGGTCCAAGTGGTATAATGATT 

ATGCAGTATCTGTGAAAAGTCGAATAGTCATCAACCCAGACACATCCAAGAACCAGTTCTCCCTGCAGCTGA 

ACTCTGTGACTCCCGAGGACACGGCTGTGTATTACTGTGCGAGAGAAAATTTCTATGGTTCGGAGACTTGTC 

ATAAGAAGTATTACTGCTACGGTATGGACGTCTGGGGCCAAGGGACCACGGTCACCGTCTCCTCAGCTAGC 

<hd8 mm ns^mm> (@a^'j# 2 1 ) 

MSVSFLIFLPVLGLPWGVLSQVQLQHSGPGLVKPSQTLSLTCAISGDSVSSNSASWNWIRQSPSRGLEWLGR 
TYYRSKWYNDYAVSVKSRIVINPDTSKNQFSLQLNSVTPEDTAVYYCARENFYGSETCHKKYYCYGMDVWGQ 
GTTVTVSSAS 

<hd8 mm ^s^mm> (ss^ij# 2 2 ) 

AGATCTGGGAGTCAGACCCACTCAGGACACAGCATGGACATGAGGGTCCCCGCTCAGCTCCTGGGGCTTCTG 
CTGCTCTGGCTCCCAGGTGCCAGATGTGCCATCCAGTTGACCCAGTCTCCATCCTCCCTGTCTGCATCTGTA 
GGAGACAGAGTCACCATCACTTGCCGGGCAAGTCAGGGCATTAGCAGTGCTTTAGCCTGGTATCAGCAGAAA 
CCAGGGAAAGCTCCTAAACTCCTGATCTATGATGCCTCCAGTTTGGAAAGTGGGGTCCCATCAAGGTTCAGC 
GGCAGTGGATCTGGGACAGATTTCACTCTCACCATCAGCAGCCTGCAGCCTGAAGATTTTGCAACTTATTAC 
TGTCAACAGTTTAATAGTTTCCCGCTCACTTTCGGCGGAGGGACCAAGGTGGAGATCAAACGTACG 

<hd8 mm *i^mm> (@b^j#-^- 2 3 ) 

MDMRVPAQLLGLLLLWLPGARCAiQLTQSPSSLSASVGDRVTITCRASQGISSALAWYQQKPGKAPKLLIYD 
ASSLESGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQFNSFPLTFGGGTKVEIKRTV 

&mmh<DmmmPh&j3., mb^j#-^2 0 (D5 , *^^^4i#@coT5 :r -> (a) ^ 

BCDT?-> (A) <h497#@CD^T- > (G) mizitm't&o 75 /Mm&UZte 
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tiT, mm»i^mmzffi$m-% 2 1 ©N*ag3&^e>i52#B©-feu > (s) iis-e 

-fe>J> (S) STTfcO, ^fli#;cDN*^«SH^J#-^ 2 1 ©21#@CD^;i/^ 5 > 
(Q) T^^Ci^BJ^/O^^ofco ^oT, ga^'J#-^2 1 ©75 / ^IB?'J<4?, 

igiIDNA»S3IRW^^«, @H^'J#-^2 2 © 5' £ 34# @ ©A^ £ « D £ £ 

ATG 3 K>T$>0, "SJ^M^tt5' *^/0^420#@CDT-T r ^> (A) ^TtS^o 

SB^'J^iB^JS^ 2 3 ON^J: r> 22# g (D~>X^-f > (C) £ T" $> *9 , 
CDN*^«I3^'J#^2 3 ©23§g(Z)Tx— > (A) £ £ £ &m £ h t£ o fz a 
fi£oT> gB?'J#^2 3 ©75 /MIB^J*. -T^oLT^^«23#e©y-xn>^e. 

m 2 ^J&MkCDMMmm 



No 


7" 


SB^iJ (5* to 3") 






1 


hh-6 


GGT CCG GGA GAT CAT GAG GGT GTC CTT 


27 


5 


2 


hh-3 


GTG CAC GCC GCT GGT CAG GGC GCC TG 


26 


6 


3 


hh-4 


GGT GCC AGG GGG AAG ACC GAT GG 


23 


7 


4 


tnHD4Sal 


ata tgt cga cCC AGC CCT GGG ATT TTC AGG TGT TTT C 


37 


8 


5 


tnHD8Sal 


ata tgt cga cTGG CTG ACC AGG GCA GTC ACC AGA G 


35 


9 


6 


tnCHNhe 


gat ggg ccc ttg gtg eta get gag gag acg g 


31 


10 


7 


hk-2 


GH GAA GCT CTT TGT GAC GGG CGA GC 


26 


11 


8 


hk-6 


T GGC GGG AAG ATG AAG ACA GAT GGT G 


26 


12 


9 


tnHD4Bgl 


ata tag ate tGC TGC TCA GTT AGG ACC CAG AGG GAA CC 


38 


13 


10 


tnHD8Bgl 


ata tag ate tGG GAG TCA GAC CCA CTC AGG ACA CAG C 


37 


14 


11 


tnCkBsi 


aag aca gat ggt gca gee ace gta cgt ttg at 


32 


15 



MQ3 it y*$y ^I£M^^^-©IM 
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IgGl^-Y 7°(3«N5KG1-Val Lark^ — ^ lgG4^-i 7°(cttN5KG4 Lark (^Ttlh 
IDEC Pharmaceutical sMT\ US patent 6001358&CfBift£nTt^£N5KGl<D$:I£^ 
^-T&£o N5KG1-Val Lark^o^T«N5KGl <h 1*1*!^ IgGl Lfc£ £ (£> 
N5KG4 Lark^o^TttIgG4^< y(dfi#^fcfe©-efeS 0 ) , IgG2^^y 
iC«N5KGl-Val Lark<DSgI^SBB^JgK;fr£IgG2^-f ^ClR#*.fc^ j7- (N5KG 
2) £fflV^ ^^^12(D^?i<hl^lI^^^^-^HD4^^HD8©pJ^^^^ia^-^ 

A,f£„ fT^c^, igGi^-ry^vi«igG2^-r y©^^^-^ffi^-^A^nTv^fiii 

£3?^#<£>EU:)->AU >^->^^A{c^3tt^331#@©y°a U > (P) £3— FT 
^SH^iJCCC^-feU > (S) F-r^TCCiC^S$it7t (Mi-Hua Tao, et al. 19 

93. J. Exp. Med) ^^-£fEfi!c (R~F> Ji|gtCN5KGlSer, N5KG2Ser<h«<) 
^M^J12(D^^tN#(C^^^-^HD4^t5m8(D^^^^^ffi^^^^: 0 UT\Z 
m.mTZ>m3& ZSm 3 f , 011 X \^ y* 9 5 X £ I gG 1 ©HD4 tr[#: «HD4 IgGlX «HD4G 
l<hteU £ £{~fiil^^©EU:J->AU >^>-7,^-A{c43tt-5331#@(DyD 
U> (P) £3- F-T^SB^JCCC^-kU > (S) £3- Ff£TCC^M£-£-fcjie 
^ © ^JUnffc «HD4 1 gG 1 Se rX «HD4G 1 Se r t IBf £ = 





^2?— &m 






ADCC 


CDC 


HD4 


N5KG1-Val Lark 


IgGl 


HD4G1 


+ 


+ 


HD4 


N5KG2Ser 


IgG2Ser 


HD4G2Ser 






HD4 


N5KG4 Lark 


IgG4 


HD4G4 






HD8 


N5KG1-Val Lark 


IgGl 


HD8G1 


+ 


+ 


HD8 


N5KGlSer 


IgGlSer 


HD8GlSer 


+ 




HD8 


N5KG2 


IgG2 


HD8G2 




+ 


HD8 


N5KG2Ser 


IgG2Ser 


HD8G2Ser 






HD8 


N5KG4 Lark 


IgG4 


HD8G4 
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dhfr X *ft W ( ATCC CRL-9096 ) , CHO-Ras ( Katakura Y. , et al. , 
Cytotechnology, 31: 103-109, 1999) > HEK293T (ATCC CRL-11268) fr^ffl^ 

tz e \z & d mm b tz. o hoii/-y 3 ytemfomm^z ? -m 2 ug&u 

mWm-£MVi4kls, Bio-Rad electrophoreter^rfe^ V>T350V, 500 ^FcD^^TT\ 
4 x 10 6 fla©CHOlffl^(c3te^^2»AL, 96well culture plate^Mbfco D ^ 
:7x^~>3>«. Lipof ectAMINE Plus • \i — 7 — )l3L)l%tM) &m^T 

Aiz^vrc^miz^^x, mfcmmm&mmvfro mwivrcmmt^om^mm 

mfe^ (Antibody-Dependent Cellular Cytotoxicity) , J^T, ADCC) , J&Zfffi 

(Complement-Dependent Cytotoxicity) £XT, CDC) ©iPJj^^^lMLfco jn&te, 
«#iJ8Tf£j& U fc/W "/'J F-^E&r&HD4;Rl£HD8, iMMMT^J&bfc&CHOIl 

^^^ffi^fctt, *?->?v bmmiztkmm? da (cr 51 ) ^mmf^m^ 

JM*WfC«, ^-y y hM£ h U > A°JM j&|fcRaj i (ATCC 

CCL-86 ) £ 10 6 1ISI £ 15 L CD Fetal Calf Serum (FCS) \Z MM V , 50 n L 
(37MB a/mL) ©Cr^^^i^tlfe^ DAf t h U (A°-^x;PT-%t©l : 
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Cr 5, £P£V^c 0 

ADCCT-y-fe-T tt, Cr 5l ^^;i/bfc^-y y hlM2000{i! f~*f bT. H»J6fE 
$©;£&T^bfcte^A*t8lfo¥&J*200000fB£, *LJE96 ^ x ^ U— h 
(FalconttM) *T£#:^S200mLT, a-Stttift^i: t & (C37°C, 5% C0 2 #ft 
T*T?4l$IH|Jg*bfc. 

CDC 7 y -fc -f« , Cr 51 ^^;i/bfc^-y >y h M2000fEH;:*f LT, 
5 %©k hJfil?ffft5feli^ (SIGMAtt®!) 3ttj£96<? x;i/^"U— h *T£#*§g 
200mLT\ £37^ 5% C0 2 #ixTT2P#P^ig»b£:„ 

ADCC • CDC7y-tz-f t'blzmm'&. ^^-h^LTtt^f:^ ±M 
50/zL^I^*>'>5 1 l/ — ^— ^^©967^7° I/- h (Lumaplate™-96 : K 

(TopSeal™-A:96-well Microplates : K v ts~ FttM) T'^l/- h^*A-t, 

^©^^^03, ^3i:^to CDCfg'l4(C-3^T«> HD8IgGlSei\ HD8IgG2Sei\ 
HD8IgG4, HD4G2Ser, HD4G4«Sf4^M < > HD8IgGK HD8IgG2, HD4G 1 '14 £ 
*bTV^iI<t£?iit3bfco £fcADCCf£'l4te, HD8IgGK HD8IgGlSer, HD4G1C0^ 



v *rz m m ft m & & t ^ b „ 

5MOC. B-17/ICR-SCIDT^X (0*^1/7 (4*) *h») £J»AU 6 
iS ^ tri 7 7 n GM 1 tit IM (fQ^fc^tt®*) £ 10 m L/V £ XWT^l? b T 
it£Ifil*lt£#bfco SS, h U >/1JMJl8Raji (ATCC No. CCL-86) £5x 

l07^Xfl»Ti«ft&#bfc o Raj i^Htcfc D3BI> V>X©Jl#Mrtfc# 
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HM^J14T^^b^:HD8GlSerS:tXHD8G2Ser^-3V^T«0. K 1 i±g/~W7,mW 
OffiiTl lEltS-S-bfc. tri#©^'t4zi> ho-;U^bTHJS#iJ9T'l^'l4i3> ho 
-)V£. LT&JB LfchlgGi/iffcS: 1 Mg/headcD#!«Tt£-%-bfc:g¥£, ltt^>hn 

^TKihIgGS¥J^ 6 (EI4A) , 0. 1 a g/v r> 7, ^^3 T 

HD8G2Ser:$T« 6 EE^M, HD8GlSeri¥Tte 2 #i|3e# IT V^c (H14B) „ 25 B'& 
(D^mt. 1 M g/V^7,l@I#:^43^T^HD8GlSerg¥« 2 EE, HD8G1 til K, 
HD8G2Serl¥«:4 EE£#L (i4A) , 0. 1 ^ g/^^Xi@#:fC*3 t/iTteHD8G2Serl|cr> 
^lEE£#LTV^c (121 4 B) . 

Z\<Dffi$k, HD8m^^*a#:T-^§HD8GlSer^^HD8G2Ser^feViT : b, HD8<h|lrJ*i 

iz}m\z&mm^m.mm®^&¥£m^ % ^ tfimmvtco HD8G2Ser«AD-cc • cdc 

ggMff!ll7 HD4, HD6R^HD8g>xbT h — ^tif 

t/P^>m #tr[#:^l^ia#:t LT 1 /z g/mL CD it ^ T\ -^ia#:<hLT 
HRP conjugated anti rabbit IgG (DAK0&M) l^TO. 5 /x g/mL CD tl g T M Jft £ 
•fr, HRPIiitfat hfet#: (#"J : DAKOftHl) £S)£$-tr, te^f6^f« (#J : ECL^7 

te^^tBllg: (#<J : LAS-1000 : m±7^Jl/A*±iO T-fl^^^tB bfc D 

(1) HLA-DR£f£ij2bT^3 U >A 0 M*HISWSKW6. 4 (ATCC TIB-2 15) £ 0 H£ili# 
£fft£BL, taHLA-DRfci^ (K28N : ^M^^-n^X/W Zf U F- VK28 : 

FERM BP-4577T-1994¥2^22B (C^iLff 0(feA ^^^^It-^W^Fif 

HLA-DR^>A°^^ffi©bfCc HX?#Lfc^>/\°^£4/20^ f/X> h^r*;U (il-ft: 
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f!p D p|) &m^Xftn7L&ft'Vtt& (95*0, 5#) U tfeftfc 0 25mA© 

femmxi. 5hmWl'&. PVDFMK^r;!/ l tSc^feO 150mA©5t»^-e lhrfe¥Lfc„ 
#V>T^&£t£oT£:n;**>#?#r Srfrofcjg:^ HD4, HD6, HD8ttT^T$J 
30Kd a © fir g fc & -5 HL A-DR 0 « & K» L T V > S £ £: J&^J 9§ b ft: . 

(2) HLA-DRcDj3lI (DRB1*15011) © *ffl J& « 1997 5 / R (SB^iJ# 
^147 C^t7 5 /j$BB?iJ©'5-£3g29#@;^£ffS227#@©1997 5 /SS, B3?'J 
#-*§■ 14 6 KiteBa#l#-ff 14 7 ic^f 7 5 7 mSB^iJ^r]— H-TS^SBa^JSr* 
T) fd^^T, 13-mer^y^ K£ 2 75 7 BSfof 6. b T"&ft 94M©^ :7 Q 5P F 

(@B?'J## 52*^145) ^-fe;i-n-7;ii±fcc^5fl5^^x^>y b tfc k: b * 

N*£7-fe^;Wbbfc (JERINItt : H-f^) • fiiU$ © £ *S « j£ & © r> ^ >fi£ 
#r (Reineke, U. (2001). "Epitope mapping with synthetic peptides 

prepared by SPOT synthesis." Antibody Engineering (Springer Lab Manual) 
Eds.: Kontermann/Dubel, 433-459. E # M ) £ tc \z m ffi b fc . M *f 
LumilmagerTM (Boehringer-Mannheimtt) £&J8L, y b ©3§^3£^£ifc 

fctftbfc. 

^©^i^0 5C^t. HD4 (0 5 A) tt7^y&61#B~73#Bk:3£^jS, 
17#@~29#@, 63#S~75#g, 65#g~77#@ KllV^Jfc^b, SB^J#-^ 

8 3x^tsn&7$ ymffim&^ir&^7^\zkm*> i &t)izi&i&vfzo hd6 (0 

5B) «61#@~73#SK:$&V^J^ 57#@~69#e, 59# @ ~71# S fcP^K 

fg-^b^o HD8 (0 5C) «61#g~73#S. 63#@~75#@, 65#B~77#@ K: 
#^(C^^SJ^^^b, IB^iJ#^8 2, 8 3Rtf8 4T*$n§75yiiE?iJS: 

: Dessen A et. Al. , Immuni ty (1997) , 7, 473-481#M) <k0, 61#@~73 
#@©75 /^«inMM /TtS^y? H^^J^T^BP'fiT, aMJ 
bTV^^<h^*iJ^bTVi§o 

(3) HD4 • HD6 • HD8k:^MbTftt>^KJS£^"r 137 5 J B£ (61#@~73 

#@) toviT, pm(D4e>m&*2mis, m&%i*>ti'c^&g>mmmmm cembl- 

EBI 00 1 MGT/HLA^- ^ ^ - X & £ # fig ) © a # £BB * ^ *f 1 6M! © ^ ^ H £ f£ 
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«|bfcl2^^H (IB^iJ#^4 0~lB^iJ#^5 1) ICO^T, IrH£©^#-C^7;c 
7,^>:/Dy5^ >^£§MLfc 0 «?tff«, LAS2000&tf»«fV7 MmageGauge 

rty#lf7ty>\ : <D5%£k±\0%3zffi : +/- 
AyPtf^yy F(D\0%SX±2Q%mffi : + 
psfyryy F ©20% J^±30%*ti : ++ 

F©30%J^±50%^^ : +++ 
rtv9tf*yy> F©50%JBUi : ++++ 

HD8«, 65, 66, 69, 72#@©7S y i^77^>filLifcS^II^4 8 ~ 5 
1 ^ICtef ^TlKSJS^bfco 65, 66, 69, 72#@©T 5 Z^ttfiJI^tlT 
V i S HL A-DR /3 0 O S ^"T ^ T © HL A-DR (D j8 ^ *3 V i T « # $ n T V ^ S (EMBL-EBI 
©IMGT/HLA^— ^-X&£#BS) o 2 ?>tc:SB^I#-^2 4 — 3 9T^yt- &BE 
^J£^tm^£©HLAH)R/SmHE^J£*BffiLT^S £ HD8ttHMWfc:S 
^ T © HL A-DR /3 IS *g T 5 P an-HL A-DRtrC # 1? & £ nj f g 14 fjf iC iK V ^ 
$ e>tC, HLA-DRIl'MJi&l*^ V>Tl£;ffi#J10£|i«©;£i£THD8©KJ£1±£& 

ARH77(ATCC CRL-1621) , Daudi (ATCC CCL-213K HS-Sul tan (ATCC 
CRL-1484) , IM-9 (ATCC CCL-159) , MC/CAR (ATCC CRL-8083) , Raj i (ATCC CCL-86) , 
Ramos (ATCC CRL-1596) , RL (ATCC CRL-2261) , SKW6. 4 (ATCC TIB-215) , 
DRBl*15011/DRA*0101S:5i$iJ^S^-&feL$tB^ (LM : ATCC CCL-1K kbit 

a -jfA<Dmmikmmm 5 ^tt)iiiT^o, l&wila-dr 

^> BIBIIB^*fflflai* , rHLA-DR*5B31bT^^:^RPMI8226 (ATCC CCL-155) fcHJEfS 
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MM. # C It '14 ffi * i£ i? ^ £ b T S &f ^ T <D HL A-DR# ^ £ M "§T Z> B # W ffl TT' 
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1. A-fyj (gf£#-5§- FERM BP-7773) #jg£T5, HLA-DR <h IS 

2. A-fyj K--7HD8 (gftS-^- FERM BP-7773) 
tt&^TTS, HLA-DR ti|g^-r*Si#Xtt-€-©«liWWfit. 

7 . IgG**IgG2T&Slt^^3IB«i(Diri^Xtt-?-©SI^W»f>i-. 

9. l^tl«©7 5 y iE^JOeS:^^ Elhh>AU ^v^xAlCcfettS 
3 3 1 # g <£> 7 5 J Wt <D S e r ^ <D B 1ft T & S If # 51 8 I B «c © Jrt #: X © fiK t g W 0r >t . 
1 0. IgG^IgG3T*S§t^3gHfc©trL«cXtt-e©«I^W»f>t. 

1 2. IgG*^gG4Tfe^»^«3fB«CDtrC#:X^cD^^W8lfjto 

13. SiI^^M^©7 5 /mSS^iJ^, ^^bfelf^^ 1 2fB«©ia#:X«^- 

1 4. A-T^U F--7HD8 (Sffi#-^ FERM BP-7773) „ 

1 5. MZfV F--7HD4 FERM BP-7771) ^jg^T^, HLA-DR £: In 

1 6. A-f :/D H — VHD4 (Sf6#-^ FERM BP-7771) j^g^f ^irC^CD pj^fl 
^£WT£> HLA-DR t iie ^-TSffiflcXtt-e© fill! WIHfM-. 

17. taflccD-tJ-^^^X^, IgGT&£W;£^ 1 6 8B«©ta#X«-€-©«flBW 
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1 8. IgG^IgGlTfe^fflf^JH 1 7fa«c7)m#:X«^cDa#£Wlffjfo 

2 o . igG^igG2T$>^>if am. 1 7 mm<Dm.fcxi$^(DmmMm} i r 0 

2 3. IgG^IgG3TT^^gf^^ 1 7 M<D^#:X«^©at£Wl^o 

2 5. IgG^IgG4-e$»^lf^^ 1 7f2§lc<7)*ft#:Xte^©^t£WlST>^ 

2 6. miis^M^cDr ^ /mum*. & 7 £Vfcm?km.2 siBicco^^x^^- 

2 7. ;W7*U (§f£#-*t FERM BP-7771) „ 

2 8. A-T^U H-THD10 (Sf6#^- FERM BP-7774) ^0^T^>, HLA-DR<h 

m & f £ ift #: x « <d m m m m m- . 

2 9. A-f^J H — VHD10 (Sf6#^ FERM BP-7774) „ 

3 0. /W^U H — VHD6 (gf£#-Sf FERM BP-7772) HLA-DR£fg 
3 1. A-f^'J H— THD6 (gf£#-*f FERM BP-7772) ^jg^T Ztrifa(D v]^m 

3 3. IgG^IgGlT-$>^IS^^3 2|B«©ifL#:X«-€-(7)lifigW«ff>to 

34. mmmi%mi&<vT ^ &&vrcm&m3 3gE«©#i#:xtt*- 

3 5. IgG5^IgG2T& 3915^3 2 f2«©trL#:3?.«^-©^|gWSffh L -o 
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3 7 . IgG^IgG3T&£fi 3<m 3 2 8B*©^#Xra-£©«tBW»rJt. 

3 8. li^«©7 5 J ^IB?U£, &^Lfcfflt2fc]fl3 TfEflJc^trL^X^ 

3 9 . IgG^IgG4T-&£ffl3£3l 3 2 HB«©^#:Xte^©$|ii£ WrJto 

4 i. /wyu k-^hd6 c^wemn ferm bp-7772) 0 

4 3. ge?'J#-*§-2 0S:tK2 2 -r^^n^J^SIH^J^^— HtS^^f- F<£>5 % 

44. m^w???***. igGT-$)^>if3t^4 2 mm<Dmfoxu"t<DmmM 
4 5. igG^igGiT$.^it^^4 4mn(Dffifcxte j t<Dm.m&)Wf)n<> 

4 6. iiStM©7 5yi^J§, &^LfcfS^4 5fBIlCD^#:3U3: J e- 
CM^!gWl^fTJto 

4 8 . ^X^IgGlT$> DEU^->;tU >^y7rA ^:fett<g>331#@ CO 7 

5 y^^Ser^fi^^n^^^HDST^^mMSGlSerX^^co^lfg^Slfjtc 
4 9. IgG^IgG2T$.^>lf^lR4 4 f3S©iri^X«^©1lHgWI0rito 

so. mmmnrnwy ^ /mnm*, ^Lrcm^m4 9 um^w^-tt 
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Jfo 

5 2. +1-^/7 ^7^IgG2T& DEU^>AU > ^ A tt£ 331# @ CD T 

5 5. IgG^MgG4T^^lf^^4 4|B«©ta#:X«^-c0lii^llrito 

5 9. m,W.wy*2 ^Xtf, IgG-eab^lf^3S5 7fB«c©ln:^X«^-©^fgW 

6 o. igG^igGiT^§Hf*^5 9mm<Dmfoxu^<DiMm&)mPro 

6 1. mil^^CDTS /g?@B?iJ£. &§2UfcH»^6 ofBtscDin^xte^- 
cDjiti^ifTjto 

6 2. IgG^IgG2T$)^)W^<^5 9 fE«fc©^#:Xte^CD4Mlftl#Tjto 

6 3. mmm-gmwy ^ ; mun^. ^cmvrzm^m6 2t2iccDirc{*x«^- 
6 4. mii^ft^cor s j mmn<D&m&. eu^->a*u >{fisX7-&\z&v 

-5331#§C97^ J ^C0Ser-\(Dg^T*^Hf5}<^ 6 3 IBfc©ft#:Xte:-?-(D*Kti#J 

6 5. -tJ-^^ 7*asigG2T& 0EU^->y\*U >^'>X^A^*5^^>331Sa C0 7 
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6 6. IgG^IgG3-C££IMJ5l5 Q&mvffifcXlttfDmmmWiK. 

6 8. IgG*«IgG4T*Sgf^5 9 fe«£<DjfC#:Xtt^©^iigl$l0T)tc> 

7 0. HLA-DRcDj3§I (DRB1* 15011) CDM^^T 5 7 £ tco V>T 13-mer^ 
•7°5P H^27 5yifof ^LT^^ F£fMU H^JVa-Xi 

7 1. HLA-DR(D/3$I (DRB1* 15011) ©M^MUST 5 / £ lets t^T 13-mer^ 
•7°^ H ^ 2 T 5 7 If Of l/T^7f K£fE/&L, M^^^ F ^tJl'D-Xl 

8 2. 8 3 4-r^$n^> 3 mmo)^y°^- ^mxh^tuzm^-r^, 

HL A-DR \z 3£ T £ tit ffc X « © fll f g W Br it . 
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99%M±<DTmMlTMwt\Q0u.L&&'gls, 5 %C0 2 #i5ETT 5 0 HJgH b, 

$ e.lC 3 H^5 S?>£1. O/iCi/^x^T^iJUbT, $^{337^, 5 %C0 2 #ffiTT 
1 6~ 20B# P^ig« b fclfc, M-vHX O & ^tl/t 3 H^ 5 V > £ 0JR b M 3 H^ ^ ^ > £ 

->>^i/-^--eaij^b, 3 h^ ^x^aBia^w^o bT^igfflj«!i 

«tt^a'J^bfc«^©^^^jmtt*^»^©^^^^HLA-DR^y^a-^;i/ta 

#0,243 (ATCC HB-55) &ffi^fc«-&©^6ffi«IfW«tti:Jt^T^Xtt3fiVii:Vi"5 

ttS^ftS, HLA-DR£*&^t"*K#Xfci^©«tiW»rfi-. 

7 8. i/i#:fr\ ^7 ^P-^;i/*a#:T$)'g>W^cJS7 7IE*©tn;#:X^-^(D^Hg 
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8 1. A-f^U FERM BP-7773) , A-f:/U K-THD10 

(Sf£#^ FERM BP-7774) , A-f^U F-^HD4 (SfE#-^ FERM BP-7771) & - 
OT)6 (Sf6#-^- FERM BP-7772) Z UZ>mfr ^MiR^S n§/W 7 U K-TOffi 

5 7 ^^Ser-\Sm^n^^[#:HD8-r-$>^)*rL#:HD8GlSer> It:/^ ^7>^IgG2-e$> D 
EU:J->AU >^S/X^A^^3tt^.331#@©T5 ym^Ser^em$tlfcin;#:HD8 
T^^iri#:HD8G2Ser^^+f-^^ ^7>^IgG2T^ 0EU^->A % U >^vX^AtC*3tt 
^>331#gOT^y m^Ser^fi^ t£tl1t Jrt#:HD4T $> £ ifi#:HD4G2Ser^ £ & 3 M 

8 5. ft5fc^8 i~8 4<D^TnfrimzmM(Dmmz£.K)zi—\zznz>5>> 
8 6. m^ms i~8 4©^fn^ i m\zmm<DmM$:-#'?z>%m^t7 ?- 0 

8 7. !f^^8 6 iC|B«c©^Jg^^^ — ^^r-r^^3£ 0 

8 9. A-f H-VHD8 (Sf6#-^ FERM BP-7773) , A-f^U F-^HDIO 

(Sf6#-^ FERM BP-7774) , A<^'J F-^HD4 (gf£#-^ FERM BP-7771) & 
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tfHD6 (gf£#-*f FERM BP-7772) Zfc&Mfr <biliR£n£/W 7 U F-^£> 

KHLA-DR^y ^□-^-;Ptn;{*^3- K-rsifif^fiu, Ratfc^&^rrsSB 

9 0. §f;£lgl~ 2 6, 2 8^4 2 — 7 6 (D^Ttlfr 1 ^CfB*S©JifrXtt 

Iff HUB* ^SOS, ^rtJEUB, AillS, ffFIKSS, mmffiM¥±BLffi. 

j&mm. m&ffi, mumm, m^m.. mmm, mmm, #±-5 mm, in^sm, 
ifiLWM, ifiiw^m, Mt*cHHj©ffi> nmmmm. m&mmm. mwm. 

ttifl, #«J». 8t*fcS&l*0ffi* IWJffi, #JKt£l*3fflL ¥«fl&l*3J«* 

9 2 . fjf^ 3 0-4 0RZS7 7 — 8 0 ©^Tn^ 1 ^ICiHiKOK^Xtt-?-© 
9 3 . Hf>J<^3 0-4 0RXS7 7-81 (DV^Tn^ 1 mz$d,m<Dt>X&X\ZJt <D 
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SEQUENCE LISTING 

<110> KIRIN BEER KABUSHIKI KAISHA 

<120> Ant i HLA-DR antibody 

<130> PH-1646-PCT 

<140> 
<141> 

<150>JP2001/317054 
<15 1>200 1-10-15 

<160> 147 

<170> Patentln Ver. 2. 1 

<210> 1 
<211> 38 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :primer 
<400> 1 

ccggaattcc caccatggcc ataagtggag tccctgtg 
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<210> 2 
<211> 38 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequencerprimer 
<400> 2 

aaagcggccg ctcattacag aggccccctg cgttctgc 38 

<210> 3 
<211> 33 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :primer 
<400> 3 

ccggaattcc tggtcctgtc ctgttctcca gca 33 

<210> 4 
<211> 38 
<212> DNA 

<213> Artificial Sequence 

2/72 



WO 03/033538 



<220> 

<223> Description of Artificial Sequence rprimer 
<400> 4 

aaagcggccg ctcatcagct caggaatcct gttggctg 

<210> 5 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence rprimer 
<400> 5 

ggtccgggag atcatgaggg tgtcctt 

<210> 6 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :primer 
<400> 6 
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gtgcacgccg ctggtcaggg cgcctg 

<210> 7 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence rprimer 
<400> 7 

ggtgccaggg ggaagaccga tgg 

<210> 8 
<211> 37 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence rprimer 
<400> 8 

atatgtcgac ccagccctgg gattttcagg tgttttc 



<210> 9 
<211> 35 
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<212> DNA 

<213> Artificial Seauence 
<220> 

<223> Description of Artificial Seauence :primer 
<400> 9 

atatgtcgac tggctgacca gggcagtcac cagag 35 

<210> 10 
<211> 31 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Seauence :primer 
<400> 10 

gatgggccct tggtgctagc tgaggagacg g 31 

<210> 11 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence iprimer 
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<400> 11 

gttgaagctc tttgtgacgg gcgagc 

<210> 12 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence rprimer 
<400> 12 

tggcgggaag atgaagacag atggtg 

<210> 13 
<211> 38 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :primer 
<400> 13 

atatagatct gctgctcagt taggacccag agggaacc 
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<210> 14 
<211> 37 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :primer 
<400> 14 

atatagatct gggagtcaga cccactcagg acacagc 

<210> 15 
<211> 32 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence rprimer 
<400> 15 

aagacagatg gtgcagccac cgtacgtttg at 

<210> 16 

<211> 510 

<212> DNA 

<213> Homo sapiens 
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<400> 16 






gtcgacccag 


ccc tgggat t 


t tcaggtgt t 


gaacagagag 


aac tcaccat 


ggagt t tggg 


aaaggtgt cc 


agtgtgaggt 


gcaac tgt tg 


gggtccc t ga 


gactctcc tg 


tgcagcctc t 


tRRRt CCRCC 


aggc t ccagg 

€,Jj C_j v-/ v» W V-/ 


gaaggggc t g 


gatagcacat 


actacgcaga 


ctccgtgaag 


aagaacacgc 


tgtatc tgca 


aatgaacagc 


tgtgcgagag 


atcatggt tc 


ggggagt tat 


ggaaccc tgg 


tcaccgtc tc 


ctcagc tagc 



ttcaggtgtt ttcatttggt gatcaggact 60 
ctgagctggc tttttcttgt ggctatttta 120 
gagtctgggg gaggcttggt acagcctggg 180 
ggattcacct ttagcagcta tgccatgacc 240 
gagtgggtct caggtattag tggtggtggt 300 
ggccggttca ccatctccag agacaattcc 360 
ctgagagccg aggacacggc cgtatattac 420 
tatccctact ggtttgacta ctggggccag 480 

510 



<210> 17 
<211> 143 
<212> PRT 

<213> Homo sapiens 
<400> 17 

Met Glu Phe Gly Leu Ser Trp Leu Phe Leu Val Ala He Leu Lys Gly 
15 10 15 

Val Gin Cys Glu Val Gin Leu Leu Glu Ser Gly Gly Gly Leu Val Gin 

20 25 30 

Pro Gly Gly Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

Ser Ser Tyr Ala Met Thr Trp Val Arg Gin Ala Pro Gly Lys Gly Leu 
50 55 60 
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Glu Trp Val Ser Gly He Ser Gly Gly Gly Asp Ser Thr Tyr Tyr Ala 
65 70 75 80 

Asp Ser Val Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ser Lys Asn 

85 90 95 

Thr Leu Tyr Leu Gin Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val 

100 105 110 

Tyr Tyr Cys Ala Arg Asp His Gly Ser Gly Ser Tyr Tyr Pro Tyr Trp 

115 120 125 

Phe Asp Tyr Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ser Ala 
130 135 140 



<210> 18 

<211> 424 

<212> DNA 

<213> Homo sapiens 

<400> 18 

agatctgctg ctcagttagg acccagaggg aaccatggaa accccagcgc agcttctctt 60 

cctcctgcta ctctggctcc cagataccac cggagaactt gtgttgacgc agtctccagg 120 

caccctgtct ttgtctccag gggaaagagc caccctctcc tgcagggcca gtcagagtgt 180 

tagcagccgc tacttagcct ggtaccagca gaaacctggc caggctccca ggctcctcat 240 

ctatggtgca tccagcaggg ccactggcat cccagacagg ttcagtggca gtgggtctgg 300 

gacagacttc actctcacca tcagcagact ggagcctgaa gattttgcag tgtattactg 360 
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tcagcagtat ggtagctcac cgctcacttt cggcggaggg accaaggtgg agatcaaacg 420 
tacg 424 



<210> 19 

<211> 130 

<212> PRT 

<213> Homo sapiens 

<400> 19 

Met Glu Thr Pro Ala Gin Leu Leu Phe Leu Leu Leu Leu Trp Leu Pro 
15 10 15 

Asp Thr Thr Gly Glu Leu Val Leu Thr Gin Ser Pro Gly Thr Leu Ser 

20 25 30 

Leu Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gin Ser 

35 40 45 

Val Ser Ser Arg Tyr Leu Ala Trp Tyr Gin Gin Lys Pro Gly Gin Ala 
50 55 60 

Pro Arg Leu Leu He Tyr Gly Ala Ser Ser Arg Ala Thr Gly lie Pro 
65 70 75 80 

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr He 

85 90 95 



Ser Arg Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gin Gin Tyr 
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100 105 110 

Gly Ser Ser Pro Leu Thr Phe Gly Gly Gly Thr Lys Val Glu He Lys 

115 120 125 

Arg Thr 
130 



<210> 20 

<211> 502 

<212> DNA 

<213> Homo sapiens 

<400> 20 

gtcgactggc tgaccagggc agtcaccaga 

cttcctgccc gtgctgggcc tcccatgggg 

aggtccagga ctggtgaagc cctcgcagac 

cagtgtctct agcaacagtg cttcttggaa 

tgagtggctg ggaaggacat actacaggtc 

gaaaagtcga atagtcatca acccagacac 

ctctgtgact cccgaggaca cggctgtgta 

ggagacttgt cataagaagt attactgcta 

ggtcaccgtc tcctcagcta gc 



gctccagaca atgtctgtct ccttcctcat 60 

tgtcctgtca caggttcagc tgcagcactc 120 

cctctcactc acctgtgcca tctccgggga 180 

ctggatcagg cagtccccat cgaggggcct 240 

caagtggtat aatgattatg cagtatctgt 300 

atccaagaac cagttctccc tgcagctgaa 360 

ttactgtgcg agagaaaatt tctatggttc 420 

cggtatggac gtctggggcc aagggaccac 480 

502 



<210> 21 
<2 1 1 > 154 
<212> PRT 
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<213> Homo sapiens 
<400> 21 

Met Ser Val Ser Phe Leu He Phe Leu Pro Val Leu Gly Leu Pro Trp 
15 10 15 

Gly Val Leu Ser Gin Val Gin Leu Gin His Ser Gly Pro Gly Leu Val 

20 25 30 

Lys Pro Ser Gin Thr Leu Ser Leu Thr Cys Ala He Ser Gly Asp Ser 

35 40 45 

Val Ser Ser Asn Ser Ala Ser Trp Asn Trp He Arg Gin Ser Pro Ser 
50 55 60 

Arg Gly Leu Glu Trp Leu Gly Arg Thr Tyr Tyr Arg Ser Lys Trp Tyr 
65 70 75 80 

Asn Asp Tyr Ala Val Ser Val Lys Ser Arg He Val lie Asn Pro Asp 

85 90 95 

Thr Ser Lys Asn Gin Phe Ser Leu Gin Leu Asn Ser Val Thr Pro Glu 

100 105 110 

Asp Thr Ala Val Tyr Tyr Cys Ala Arg Glu Asn Phe Tyr Gly Ser Glu 
115 120 125 

Thr Cys His Lys Lys Tyr Tyr Cys Tyr Gly Met Asp Val Trp Gly Gin 
130 135 140 
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Gly Thr Thr Val Thr Val Ser Ser Ala Ser 
145 150 



<210> 22 
<211> 426 
<212> DNA 



<213> Homo 


sapiens 












<400> 22 














agatctggga 


gtcagaccca 


ctcaggacac 


agcatggaca 


tgagggtccc 


cgctcagc tc 


60 


ctggggct tc 


tgctgctctg 


gctcccaggt 


gccagatgtg 


ccatccagt t 


gacccagtct 


120 


ccatcctccc 


tgtctgeate 


tgtaggagac 


agagtcacca 


tcac t tgccg 


ggcaagtcag 


180 


ggcat tagca 


gtgett tagc 


ctggtatcag 


cagaaaccag 


ggaaagc tec 


taaac tcctg 


240 


ate tatgatg 


cctccagt 1 1 


ggaaagtggg 


gtcccatcaa 


ggt teagegg 


cagtggatct 


300 


gggacagat t 


tcactctcac 


catcagcagc 


ctgcagcctg 


aagat 1 1 tgc 


■ 

aacttat tac 


360 


tgtcaacagt 


ttaatagt tt 


cccgctcact 


t teggeggag 


ggaccaaggt 


ggagatcaaa 


420 


cgtacg 












426 



<210> 23 
<211> 132 
<212> PRT 

<213> Homo sapiens 
<400> 23 

Met Asp Met Arg Val Pro Ala Gin Leu Leu Gly Leu Leu Leu Leu Trp 
15 10 15 
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Leu Pro Gly Ala Arg Cys Ala He Gin Leu Thr Gin Ser Pro Ser Ser 

20 25 30 

Leu Ser Ala Ser Val Gly Asp Arg Val Thr lie Thr Cys Arg Ala Ser 

35 40 45 

Gin Gly He Ser Ser Ala Leu Ala Trp Tyr Gin Gin Lys Pro Gly Lys 
50 55 60 

Ala Pro Lys Leu Leu lie Tyr Asp Ala Ser Ser Leu Glu Ser Gly Val 
65 70 75 80 

Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr 

85 90 95 

He Ser Ser Leu Gin Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Gin Gin 

100 105 110 

Phe Asn Ser Phe Pro Leu Thr Phe Gly Gly Gly Thr Lys Val Glu He 
115 120 125 

Lys Arg Thr Val 
130 



<210> 24 
<211> 13 
<212> PRT 
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<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequencerpept ide 
<400> 24 

Trp Asn Ser Gin Lys Asp Phe Leu Glu Asp Arg Arg Ala 
1 5 10 

<210> 25 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Seauencerpept ide 
<400> 25 

Trp Asn Ser Gin Lys Asp Phe Leu Glu Arg Arg Arg Ala 
1 5 10 

<210> 26 
<211> 13 
<212> PRT 

<213> Artificial Sequence 



<220> 
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<223> Description of Artificial Sequence :pept ide 
<400> 26 

Trp Asn Ser Gin Lys Asp Phe Leu Glu Asp Glu Arg Ala 
1 5 10 

<210> 27 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : pept ide 
<400> 27 

Trp Asn Ser Gin Lys Asp Phe Leu Glu Gin Ala Arg Ala 
15 10 

<210> 28 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 28 
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Trp Asn Ser Gin Lys Asp He Leu Glu Asp Glu Arg Ala 
1 5 10 

<210> 29 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 29 

Trp Asn Ser Gin Lys Asp He Leu Glu Gin Lys Arg Gly 
1 5 10 

<210> 30 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 30 

Trp Asn Ser Gin Lys Asp He Leu Glu Asp Arg Arg Ala 
1 5 10 
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<210> 31 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 31 

Trp Asn Ser Gin Lys Asp He Leu Glu Asp Arg Arg Gly 
1 5 10 

<210> 32 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 32 

Trp Asn Ser Gin Lys Asp He Leu Glu Asp Lys Arg Ala 
1 5 10 

<210> 33 
<211> 13 
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<212> PRT 

<2 1 3> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence.-pept ide 
<400> 33 

Trp Asn Ser Gin Lys Asp He Leu Glu Gin Ala Arg Ala 
1 5 10 

<210> 34 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 34 

Trp Asn Ser Gin Lys Asp Leu Leu Glu Gin Arg Arg Ala 
1 5 10 

<210> 35 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 35 

Trp Asn Ser Gin Lys Asp Leu Leu Glu Gin Ala Arg Ala 
1 5 10 

<210> 36 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 36 

Trp Asn Ser Gin Lys Asp Leu Leu Glu Gin Lys Arg Gly 
1 5 10 

<210> 37 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
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<400> 37 

Trp Asn Ser Gin Lys Asp Leu Leu Glu Asp Arg Arg Ala 
1 5 10 

<210> 38 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 38 

Trp Asn Ser Gin Lys Asp Leu Leu Glu Arg Arg Arg Ala 
1 5 10 

<210> 39 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequencerpeptide 
<400> 39 

Trp Asn Ser Gin Lys Asp Leu Leu Glu Asp Glu Arg Ala 
1 5 10 
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<210> 40 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 40 

Trp Asn Ser Gin Lys Asp Ala Leu Glu Gin Arg Arg Ala 
1 5 10 

<210> 41 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequencerpept ide 
<400> 41 

Trp Asn Ser Gin Lys Asp Leu Leu Glu Ala Arg Arg Ala 
1 5 10 



<210> 42 
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<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:peptide 
<400> 42 

Trp Asn Ser Gin Lys Asp Leu Leu Glu Gin Ala Arg Ala 
1 5 10 

<210> 43 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 43 

Trp Asn Ser Gin Lys Asp Leu Leu Glu Gin Arg Arg Gly 
1 5 10 

<210> 44 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence: peptide 
<400> 44 

Ala Asn Ser Gin Lys Asp Leu Leu Glu Gin Arg Arg Ala 
1 5 10 

<210> 45 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 45 

Trp Ala Ser Gin Lys Asp Leu Leu Glu Gin Arg Arg Ala 
1 5 10 

<210> 46 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : pept ide 
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<400> 46 

Trp Asn Ala Gin Lys Asp Leu Leu Glu Gin Arg Arg Ala 
1 5 10 

<210> 47 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 47 

Trp Asn Ser Ala Lys Asp Leu Leu Glu Gin Arg Arg Ala 
1 5 10 

<210> 48 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 48 

Trp Asn Ser Gin Ala Asp Leu Leu Glu Gin Arg Arg Ala 
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10 



<2i0> 49 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 49 

Trp Asn Ser Gin Lys Ala Leu Leu Glu Gin Arg Arg Ala 
1 5 10 



<210> 50 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 50 

Trp Asn Ser Gin Lys Asp Leu Leu Ala Gin Arg Arg Ala 
1 5 10 
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<210> 51 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 51 

Trp Asn Ser Gin Lys Asp Leu Leu Glu Gin Arg Ala Ala 
1 5 10 

<210> 52 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequenceipeptide 
<400> 52 

Gly Asp Thr Arg Pro Arg Phe Leu Trp Gin Pro Lys Arg 
1 5 10 

<210> 53 
<211> 13 
<212> PRT 
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<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 53 

Thr Arg Pro Arg Phe Leu Trp Gin Pro Lys Arg Glu Cys 
1 5 10 

<210> 54 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 54 

Pro Arg Phe Leu Trp Gin Pro Lys Arg Glu Cys His Phe 
1 5 10 

<210> 55 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 
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<223> Description of Artificial Sequence :pept ide 
<400> 55 

Phe Leu Trp Gin Pro Lys Arg Glu Cys His Phe Phe Asn 
1 5 10 

<210> 56 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 56 

Trp Gin Pro Lys Arg Glu Cys His Phe Phe Asn Gly Thr 
1 5 10 

<210> 57 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:peptide 
<400> 57 
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Pro Lys Arg Glu Cys His Phe Phe Asn Gly Thr Glu Arg 
1 5 10 



<210> 58 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 58 

Arg Glu Cys His Phe Phe Asn Gly Thr Glu Arg Val Arg 
1 5 10 



<210> 59 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 59 

Cys His Phe Phe Asn Gly Thr Glu Arg Val Arg Phe Leu 
1 5 10 
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<210> 60 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 60 

Phe Phe Asn Gly Thr Glu Arg Val Arg Phe Leu Asp Arg 
1 5 10 

<210> 61 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 61 

Asn Gly Thr Glu Arg Val Arg Phe Leu Asp Arg Tyr Phe 
1 5 10 



<210> 62 
<211> 13 
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<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : pept ide 
<400> 62 

Thr Glu Arg Val Arg Phe Leu Asp Arg Tyr Phe Tyr Asn 
1 5 10 

<210> 63 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 63 

Arg Val Arg Phe Leu Asp Arg Tyr Phe Tyr Asn Gin Glu 
1 5 10 

<210> 64 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 64 

Arg Phe Leu Asp Arg Tyr Phe Tyr Asn Gin Glu Glu Ser 
1 5 10 



<210> 65 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 65 

Leu Asp Arg Tyr Phe Tyr Asn Gin Glu Glu Ser Val Arg 
1 5 10 



<210> 66 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
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<400> 66 

Arg Tyr Phe Tyr Asn Gin Glu Glu Ser Val Arg Phe Asp 
1 5 10 



<210> 67 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 67 

Phe Tyr Asn Gin Glu Glu Ser Val Arg Phe Asp Ser Asp 
1 5 10 



<210> 68 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 68 

Asn Gin Glu Glu Ser Val Arg Phe Asp Ser Asp Val Gly 
1 5 10 
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<210> 69 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 69 

Glu Glu Ser Val Arg Phe Asp Ser Asp Val Gly Glu Phe 
1 5 10 



<210> 70 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 70 

Ser Val Arg Phe Asp Ser Asp Val Gly Glu Phe Arg Ala 
1 5 10 



<210> 71 
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<211> 13 

<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Seauence:pept ide 
<400> 71 

Arg Phe Asp Ser Asp Val Gly Glu Phe Arg Ala Val Thr 
1 5 10 



<210> 72 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 72 

Asp Ser Asp Val Gly Glu Phe Arg Ala Val Thr Glu Leu 
1 5 10 



<210> 73 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence : pept ide 
<400> 73 

Asp Val Gly Glu Phe Arg Ala Val Thr Glu Leu Gly Arg 
1 5 10 



<210> 74 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 74 

Gly Glu Phe Arg Ala Val Thr Glu Leu Gly Arg Pro Asp 
1 5 10 



<210> 75 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
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<400> 75 

Phe Arg Ala Val Thr Glu Leu Gly Arg Pro Asp Ala Glu 
1 5 10 



<210> 76 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : pept ide 
<400> 76 

Ala Val Thr Glu Leu Gly Arg Pro Asp Ala Glu Tyr Trp 
1 5 10 



<210> 77 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 77 

Thr Glu Leu Gly Arg Pro Asp Ala Glu Tyr Trp Asn Ser 

38/72 
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1 5 10 



<210> 78 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 78 

Leu Gly Arg Pro Asp Ala Glu Tyr Trp Asn Ser Gin Lys 
1 5 10 



<210> 79 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 79 

Arg Pro Asp Ala Glu Tyr Trp Asn Ser Gin Lys Asp He 
1 5 10 
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<210> 80 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequencerpept ide 
<400> 80 

Asp Ala Glu Tyr Trp Asn Ser Gin Lys Asp He Leu Glu 
1 5 10 



<210> 81 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 81 

Glu Tyr Trp Asn Ser Gin Lys Asp He Leu Glu Gin Ala 
1 5 10 



<210> 82 
<211> 13 
<212> PRT 

40/72 
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<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 82 

Trp Asn Ser Gin Lys Asp He Leu GIu Gin Ala Arg Ala 
1 5 10 

<210> 83 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 83 

Ser Gin Lys Asp He Leu Glu Gin Ala Arg Ala Ala Val 
1 5 10 

<210> 84 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

41/72 
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<223> Description of Artificial Sequence :pept ide 
<400> 84 

Lys Asp He Leu Glu Gin Ala Arg Ala Ala Val Asp Thr 
1 5 10 

<210> 85 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 85 

He Leu Glu Gin Ala Arg Ala Ala Val Asp Thr Tyr Cys 
1 5 10 

<210> 86 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:peptide 
<400> 86 

42/72 
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Glu Gin Ala Arg Ala Ala Val Asp Thr Tyr Cys Arg His 
1 5 10 

<210> 87 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 87 

Ala Arg Ala Ala Val Asp Thr Tyr Cys Arg His Asn Tyr 
1 5 10 

<210> 88 
<211> 13 
<212> PRT 

<2 13> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 88 

Ala Ala Val Asp Thr Tyr Cys Arg His Asn Tyr Gly Val 
1 5 10 
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<210> 89 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 89 

Val Asp Thr Tyr Cys Arg His Asn Tyr Gly Val Val Glu 
1 5 10 



<210> 90 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 90 

Thr Tyr Cys Arg His Asn Tyr Gly Val Val Glu Ser Phe 
1 5 10 



<210> 91 
<211> 13 
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<212> PRT 

<213> Art if icial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 91 

Cys Arg His Asn Tyr Gly Val Val Glu Ser Phe Thr Val 
1 5 10 



<210> 92 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : pept ide 
<400> 92 

His Asn Tyr Gly Val Val Glu Ser Phe Thr Val Gin Arg 
1 5 10 



<210> 93 
<211> 13 
<212> PRT 

<213> Artificial Sequence 



45/72 
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<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 93 

Tyr Gly Val Val Glu Ser Phe Thr Val Gin Arg Arg Val 
15 10 



<210> 94 
<211> 13 
<212> PRT 

<2 13> Artificial Sequence 
<220> 

<223> Description of Artificial Seauence :pept ide 
<400> 94 

Val Val Glu Ser Phe Thr Val Gin Arg Arg Val Gin Pro 
1 5 10 



<210> 95 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
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<400> 95 

Glu Ser Phe Thr Val Gin Arg Arg Val Gin Pro Lys Val 
1 5 10 



<210> 96 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence rpept ide 
<400> 96 

Phe Thr Val Gin Arg Arg Val Gin Pro Lys Val Thr Val 
1 5 10 



<210> 97 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 97 

Val Gin Arg Arg Val Gin Pro Lys Val Thr Val Tyr Pro 
1 5 10 

47/72 



WO 03/033538 



PCT/JP02/10665 



<210> 98 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 98 

Arg Arg Val Gin Pro Lys Val Thr Val Tyr Pro Ser Lys 
1 5 10 



<210> 99 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 99 

Val Gin Pro Lys Val Thr Val Tyr Pro Ser Lys Thr Gin 
1 5 10 



<210> 100 
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<211> 13 

<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 100 

Pro Lys Val Thr Val Tyr Pro Ser Lys Thr Gin Pro Leu 
1 5 10 



<210> 101 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 101 

Val Thr Val Tyr Pro Ser Lys Thr Gin Pro Leu Gin His 
1 5 10 



<210> 102 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 102 

Val Tyr Pro Ser Lys Thr Gin Pro Leu Gin His His Asn 
1 5 10 

<210> 103 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 103 

Pro Ser Lys Thr Gin Pro Leu Gin His His Asn Leu Leu 
1 5 10 

<210> 104 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
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<400> 104 

Lys Thr Gin Pro Leu Gin His His Asn Leu Leu Val Cys 
1 5 10 

<210> 105 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 105 

Gin Pro Leu Gin His His Asn Leu Leu Val Cys Ser Val 
1 5 10 

<210> 106 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 106 

Leu Gin His His Asn Leu Leu Val Cys Ser Val Ser Gly 

51/72 
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5 10 



<210> 107 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 107 

His His Asn Leu Leu Val Cys Ser Val Ser Gly Phe Tyr 
1 5 10 



<210> 108 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 108 

Asn Leu Leu Val Cys Ser Val Ser Gly Phe Tyr Pro Gly 
1 5 10 
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<210> 109 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 109 

Leu Val Cys Ser Val Ser Gly Phe Tyr Pro Gly Ser He 
1 5 10 



<210> 110 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 110 

Cys Ser Val Ser Gly Phe Tyr Pro Gly Ser He Glu Val 
1 5 10 



<210> 111 
<211> 13 
<212> PRT 

53/72 
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<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 111 

Val Ser Gly Phe Tyr Pro Gly Ser He Glu Val Arg Trp 
1 5 10 



<210> 112 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 112 

Gly Phe Tyr Pro Gly Ser He Glu Val Arg Trp Phe Leu 
1 5 10 



<210> 113 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 
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<223> Description of Artificial Sequence :pept ide 
<400> 113 

Tyr Pro Gly Ser He Glu Val Arg Trp Phe Leu Asn Gly 
1 5 10 



<210> 114 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 114 

Gly Ser He Glu Val Arg Trp Phe Leu Asn Gly Gin Glu 
1 5 10 

<210> 115 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 115 
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He Glu Val Arg Trp Phe Leu Asn Gly Gin Glu Glu Lys 
1 5 10 



<210> 116 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 116 

Val Arg Trp Phe Leu Asn Gly Gin Glu Glu Lys Ala Gly 
1 5 10 



<210> 117 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 117 

Trp Phe Leu Asn Gly Gin Glu Glu Lys Ala Gly Met Val 
1 5 10 
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<210> 118 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial SeQuence:pept ide 
<400> 118 

Leu Asn Gly Gin Glu Glu Lys Ala Gly Met Val Ser Thr 
1 5 10 



<210> 119 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 119 

Gly Gin Glu Glu Lys Ala Gly Met Val Ser Thr Gly Leu 
1 5 10 



<210> 120 
<211> 13 
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<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 120 

Glu Glu Lys Ala Gly Met Val Ser Thr Gly Leu He Gin 
1 5 10 



<210> 121 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 121 

Lys Ala Gly Met Val Ser Thr Gly Leu He Gin Asn Gly 
1 5 10 



<210> 122 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<2 2 3> Description of Artificial Sequence : pept ide 
<400> 122 

Gly Met Val Ser Thr Gly Leu He Gin Asn Gly Asp Trp 
1 5 10 



<210> 123 
<211> 13 
<212> PRT 

<213> Art if icial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 123 

Val Ser Thr Gly Leu He Gin Asn Gly Asp Trp Thr Phe 
1 5 10 



<210> 124 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
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<400> 124 

Thr Gly Leu He Gin Asn Gly Asp Trp Thr Phe Gin Thr 
1 5 10 



<210> 125 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 125 

Leu He Gin Asn Gly Asp Trp Thr Phe Gin Thr Leu Val 
1 5 10 



<210> 126 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 126 

Gin Asn Gly Asp Trp Thr Phe Gin Thr Leu Val Met Leu 
1 5 10 
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<210> 127 
<211> 13 
<212> PRT 

<2 1 3> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 127 

Gly Asp Trp Thr Phe Gin Thr Leu Val Met Leu Glu Thr 
1 5 10 



<210> 128 
<211> 13 
<212> PRT 

<2 1 3> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 128 

Trp Thr Phe Gin Thr Leu Val Met Leu Glu Thr Val Pro 
1 5 10 



<210> 129 
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<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 129 

Phe Gin Thr Leu Val Met Leu Glu Thr Val Pro Arg Ser 
1 5 10 



<210> 130 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : pept ide 
<400> 130 

Thr Leu Val Met Leu Glu Thr Val Pro Arg Ser Gly Glu 
1 5 10 



<210> 131 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 131 

Val Met Leu Glu Thr Val Pro Arg Ser Gly Glu Val Tyr 
1 5 10 



<210> 132 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 132 

Leu Glu Thr Val Pro Arg Ser Gly Glu Val Tyr Thr Cys 
1 5 10 



<210> 133 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
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<400> 133 

Thr Val Pro Arg Ser Gly Glu Val Tyr Thr Cys Gin Val 
1 5 10 



<210> 134 

<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 134 

Pro Arg Ser Gly Glu Val Tyr Thr Cys Gin Val Glu His 
1 5 10 



<210> 135 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 135 

Ser Gly Glu Val Tyr Thr Cys Gin Val Glu His Pro Ser 
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5 10 



<210> 136 
<211> 13 
<212> PRT 

<2 1 3> Artificial Seauence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 136 

Glu Val Tyr Thr Cys Gin Val Glu His Pro Ser Val Thr 
1 5 10 



<210> 137 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 137 

Tyr Thr Cys Gin Val Glu His Pro Ser Val Thr Ser Pro 
1 5 10 
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<210> 138 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence.pept ide 
<400> 138 

Cys Gin Val Glu His Pro Ser Val Thr Ser Pro Leu Thr 
1 5 10 



<210> 139 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 139 

Val Glu His Pro Ser Val Thr Ser Pro Leu Thr Val Glu 
1 5 10 



<210> 140 
<211> 13 
<212> PRT 
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<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 140 

His Pro Ser Val Thr Ser Pro Leu Thr Val Glu Trp Arg 
1 5 10 

<210> 141 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequencerpept ide 
<400> 141 

Ser Val Thr Ser Pro Leu Thr Val Glu Trp Arg Ala Arg 
1 5 10 



<210> 142 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 
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<223> Description of Artificial Sequence :pept ide 
<400> 142 

Thr Ser Pro Leu Thr Val Glu Trp Arg Ala Arg Ser Glu 
1 5 10 

<210> 143 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 143 

Pro Leu Thr Val Glu Trp Arg Ala Arg Ser Glu Ser Ala 
1 5 10 

<210> 144 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 144 
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Thr Val Glu Trp Arg Ala Arg Ser Glu Ser Ala Gin Ser 
1 5 10 



<210> 145 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 145 

Val Glu Trp Arg Ala Arg Ser Glu Ser Ala Gin Ser Lys 
1 5 10 



<210> 146 
<211> 801 
<212> DNA 



<213> Homo 


sapiens 












<400> 146 














atggtgtgtc 


tgaagc tccc 


tggaggctcc 


tgcatgacag 


cgc tgacagt 


gacac tgatg 


60 


gtgctgagct 


ccccactggc 


t t tgtctggg 


gacacccgac 


cacgt t tcct 


gtggcagcct 


120 


aagagggagt 


gtcat t tct t 


caatgggacg 


gagcgggtgc 


ggt tcctgga 


cagatact tc 


180 


tataaccagg 


aggagtccgt 


gcgct tcgac 


agcgacgtgg 


gggagt tccg 


ggcggtgacg 


240 


gagctggggc 


ggcctgacgc 


tgagtactgg 


aacagccaga 


aggacatcct 


ggagcaggcg 


300 


cgggccgcgg 


tggacacc ta 


ctgcagacac 


aactacgggg 


t tgtggagag 


ct tcacagtg 


360 
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tatccttcaa agacccagcc cctgcagcac 420 
ttctatccag gcagcattga agtcaggtgg 480 
atggtgtcca caggcctgat ccagaatgga 540 
gaaacagttc ctcgaagtgg agaggtttac 600 
agccctctca cagtggaatg gagagcacgg 660 
ggagtcgggg gctttgtgct gggcctgctc 720 
aggaatcaga aaggacactc tggacttcag 780 

801 



<210> 147 
<211> 266 
<212> PRT 
<213> Homo sapiens 

<400> 147 

Met Val Cys Leu Lys Leu Pro Gly Gly Ser Cys Met Thr Ala Leu Thr 
15 10 15 

Val Thr Leu Met Val Leu Ser Ser Pro Leu Ala Leu Ser Gly Asp Thr 

20 25 30 

Arg Pro Arg Phe Leu Trp Gin Pro Lys Arg Glu Cys His Phe Phe Asn 

35 40 45 

Gly Thr Glu Arg Val Arg Phe Leu Asp Arg Tyr Phe Tyr Asn Gin Glu 
50 55 60 

Glu Ser Val Arg Phe Asp Ser Asp Val Gly Glu Phe Arg Ala Val Thr 
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65 



70 
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75 



80 



Glu Leu Gly Arg Pro Asp Ala Glu Tyr Trp Asn Ser Gin Lys Asp He 

85 90 95 

Leu Glu Gin Ala Arg Ala Ala Val Asp Thr Tyr Cys Arg His Asn Tyr 

100 105 1 10 

Gly Val Val Glu Ser Phe Thr Val Gin Arg Arg Val Gin Pro Lys Val 
115 120 125 

Thr Val Tyr Pro Ser Lys Thr Gin Pro Leu Gin His His Asn Leu Leu 
130 135 140 

Val Cys Ser Val Ser Gly Phe Tyr Pro Gly Ser He Glu Val Arg Trp 
145 150 155 160 

Phe Leu Asn Gly Gin Glu Glu Lys Ala Gly Met Val Ser Thr Gly Leu 

165 170 175 

lie Gin Asn Gly Asp Trp Thr Phe Gin Thr Leu Val Met Leu Glu Thr 

180 185 190 

Val Pro Arg Ser Gly Glu Val Tyr Thr Cys Gin Val Glu His Pro Ser 
195 200 205 

Val Thr Ser Pro Leu Thr Val Glu Trp Arg Ala Arg Ser Glu Ser Ala 
210 215 220 



71/72 



WO 03/033538 



PCT/JP02/10665 



Gin Ser Lys Met Leu Ser Gly Val Gly Gly Phe Val Leu Gly Leu Leu 
225 230 235 240 

Phe Leu Gly Ala Gly Leu Phe He Tyr Phe Arg Asn Gin Lys Gly His 

245 250 255 

Ser Gly Leu Gin Pro Thr Gly Phe Leu Ser 

260 265 
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